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[1  Material(s) Sent to Data Extraction Contractors:

ﬁ New Stamped Label Dated il 5/23

[l Notification Dated

[l New CSF(s) Dated

L] Other:

]  Decision #:

L1 Cther Action/Comments:

File this coversheet and attached materials in the jacket. It must be
well organized and clipped together, NOT STAPLED. Then give the
jacket with the coversheet and materials to staff in the Information
Services Center (I1SC) (Room $-4900). If a jacket is full or only
available as an image, please file materials in a new jacket and bring it
down to the (ISC). For further information please call 703-605-0716,

Reviewer: Autumn Metzger
Phone: _305-5314 Division: RD - IRB
Date: alsh? -
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Control Solutions

¢/o James Messina, Exponent
1156 Connecticut Avenue, N.W,
Suite 1100

Washington, DC 20036

Dear Mr. Messina:

Subject: Amendment to revise restriction under “Directions for Use” to read “Do not use
on dogs or puppies under {6.5/6%:3[23][45]{89} pounds or less than 8 weeks of age.”
CSI Fipronil + Novaluron Spot-on for Dogs
EPA Registration No. 53883-312
Your Submissions Dated 8/30/2013

The labeling referred to above submitted in connection with the Federal Insecticide,
Fungicide and Rodenticide Act, as amended is acceptable.

A stamped copy of the labeling is enclosed for your records. Please submit one final
printed copy of the labeling before releasing the product for shipment. If you have any questions
regarding this label, please contact Autumn Metzger at (703) 305-5314 or
metzger.autiimn{epa.gov.

Sincerely,

Reuben Baris

Acting Product Manager (07)
Insecticide-Rodenticide Branch
Registration Division (7505P)




CSI Master Label

September 4, 2013 EPA Reg. No. 33883-312

Information in [ ] is optional. Page 1 of 13

(FRONT LABEL}
CSI Fipronil + Novaluron Spot-On for Dogs

[For use only on dogs 8 weeks of age or older]

[For use only on dogs 8 weeks old and older]

[For use only on dogs more than 8 weeks old]

[For use only on dogs [&][and] puppies 8 weeks or older and 6.5/6% lbs. and over]
[For use only on dogs 6.5/6% lbs. and over [and][&] over 8 weeks of age]

[Only apply to puppies over 8 weeks old]

[Only apply to puppies 8 weeks or elder]

[Apply to dogs 8 weeks of age or older]

[Apply only to dogs 8 weeks of age or older]

[Apply to dogs >8 weeks old]

[Apply only on dogs {and puppies] [>6.5/6% Ibs./more than 6.5/6% lbs. [and/&] over 8 weeks
oldj

{One of following will be used on label}

[For use ONLY on dogs [&][and] puppies]

[ONLY for Dogs & Puppies 8 weeks or older [and][&] 6.5/6'4[-] [to] 22 1bs]

[6.5/6'4[-] [to] 22 lbs] [Only for Dogs 6.5/6%4[-] [to] 22 Ibs.]

[23[-] [to] 44 lbs] [Only for Dogs 23[-] [to] 44 Ibs.]

[45[-] [to] 88 Ibs] [Only for Dogs 45(-] [to] 88 lbs.]

[89]-] [to} 132 Ibs] [Only for Dogs 89{-] [to] 132 Ibs.] ACCEPTEE;UH
[

o SEP 0 §
over 8 weeks of age] Under the Federal Insecticide, Fungicide,

{or} A
[Only for Dogs 6.5/6%2-22 lbs. & Puppies (8 weeks or older)] and Rodent{c!de ACtg as amendsd, for the
[Only for Dogs 23-44 Ibs.] pesticide registered under:
[Only for Dogs 45-88 1bs.] .
[Only for Dogs 89-132 Ibs.] EPA. Reg. No:_2 238 2 -312
ACTIVE INGREDIENTS: |
FIpronil.....o v vrcrereseeresrneeeesnnccsicsnneenneens .8%
NOvaluron ... ccececnnnccrenenn e 20.0%
OTHER INGREDIENTS:......covvvnnmniimneenineeannas 70.2%
TOTAL wriiirinininiinsisssioisnninnss 100.0%

{1.5cm x 1.5 cm or as listed below/bottom right corner of front panel}

KEEP OUT OF REACH OF CHILDREN
CAUTION
[See [Back][or][Side] [Label[s]] [Panel[s]] [or] [insett] for Additional Precautionary Statements]



CSI Master Label
September 4, 2013 EPA Reg. No. 53883-312
Information in [ ] is optional. Page2 of 13

{Option 1: Net Contents related to specific CRP packaging}

NET CONTENTS: X floz [Y - X fl oz applicators)

[11[One][2][Twol[3][ Three][4][Four][5][Five][6][Six][12][ Twelve][24][ Twenty-Four] 0.023 fl
oz (0.67 mL) applicators

[1][One][2][ Two][3][ Three][4][Four][5][Five][6][Six][12][ Twelve][24][ TwentyFour] 0.045 1 oz
(1.34 mL) applicators

[1][One][2][ Two][3][ Three][4][Four][S][Five][6][Six]] 12][ Twelve][24]] Twenty-Four] 0.091 {1
oz (2.68 mL} applicators

[11[One][2][Two][3][Three][4][Four][S][Five6]1[Six][12][ Twelve][24][ Twenty-Four] 0.136 fl
oz (4.02 mL) applicators

{End Option 1}

{Option 2: Net Contents related to specific CRP packaging}
NET CONTENTS: X fl oz [3-X fl oz applicators]
[[Three] [3] 0.023 f1. oz. (0.67 mL) applicators]

[[Three] [3] 0.045 fl. oz. (1.34 mL) applicators]

[[Three] [3] 0.091 fl. oz. (2.68 mL) applicators]

[[Three] [3] 0.136 1. oz. (4.02 mL) applicators]

{End Option 2}

{Front label may include various marketing statements, refer to Optional Marketing Language
section}

{END FRONT LABEL}
{BACK LABEL}

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES OVER § WEEKS OF AGE.

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS. CAUTION: Harmful if swallowed, Wash thoroughly with soap
and water after handling and before eating, drinking, chewing gum, using tobacco, or using the
toilet.

FIRST AID

e Immediately call a poison control center or doctor.

e Do not induce vomiting uniess toid to do so by a poison control center or
doctor.

¢ Have person sip a giass of water if abie to do so.

s Do not give anything by mouth to an unconscious person.

If swallowed




CSI Master Label
September 4, 2013 EPA Reg. No. 53883-312
Information in | |} is optional. Page 3 of 13

HOT LINE NUMBER
Have the product container or label with you when calling a poison control center or doctor, or
going for treatment. [ You may also contact [XXX-XXX-XXXX] for emergency medical
treatment information.

HAZARDS TO DOMESTIC ANIMALS. For external use on dogs only. Individual
sensitivities, while rare, may occur after using any pesticide product on dogs. If signs of
sensitivity occur bathe your dog with a mild soap and rinse with large amounts of water. If signs
persist, or become more severe within a few days of application, consult a veterinarian
immediately. If your dog has an unusual reaction to the initial application, consult a veterinarian
before repeating treatment. Certain medications can interact with pesticides. Consult a
veterinarian before using on medicated, known organ dysfunction, debilitated or aged dogs.
[Call [ XXX-XXX-XXXX] for 24-hour assistance.)

DIRECTIONS FOR USE
It is a violation of Federal law to use this product in a manner inconsistent with its labeling.
DO NOT ALLOW CHILDREN TO APPLY PRODUCT. TO PREVENT HARM TO YOU
AND YOUR DOG, READ ENTIRE LABEL BEFORE EACH USE. FOLLOW ALL
DIRECTIONS AND PRECAUTIONARY STATEMENTS CAREFULLY. Do not have contact
or allow children contact with treated area until completely dry.

Do not use on dogs or puppies under [6.5/6%4][23][45][89] pounds or less than 8 weeks of age.
Do not allow your dog to ingest this product. Use entire contents of tube on each dog. Do not
split one tube between dogs. Do not use multiple tubes on one dog. Weigh your dog to be sure
you are applying the right dose formulated for the weight of your dog. Do not treat your dog with
more than one pesticide product at a time. Do not use on rabbits or animals other than dogs. Do
not use on pregnant or lactating dogs. Separate the treated dog from all other dogs and cats for 24
hours after treatment has been applied.

Side Effects: Monitor your dog after application. Side effects may include signs of skin
irritation such as redness, scratching, or other signs of discomfort. Individual sensitivities, while
rare, may occur after using any pesticide product. If signs persist, or become more severe within
a few days of application, consult a veterinarian immediately. If your dog has an unusual
reaction to the initial application, consult a veterinarian before repeating treatment. Certain

medications can interact with pesticides. [Call [XXX-XXX-XXXX] for 24-hour assistance.]

DO NOT USE ON CATS. Keep cats away from treated dogs for 24 hours. If applied to a cat or
ingested by a cat, contact your veterinarian.

{1.3 cm x 1.5 ¢m or as listed below/bottom right corner of back panel}
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[Optional drawings that may or may not appear anywhere on finished label]

[[Application Instructions] [How to Apply - May contain graphics illustrating product use,
e.g., dog with a drop falling onto its neck from a vial on front, side, or back carton label
and/or applicator labeling.[

Only For Dogs Weighing 6.3/6%[-][to[22 Ibs. [including small dogs and puppies,] 8 weeks or
older

[For cartons containing 0.023 fl. oz. (0.67 ml} applicator tubes]

Apply one [tube] [applicator] (0.023 fl. 0z.) (0.67 ml) [as a spot [on][to] the dog’s back between
the shoulder blades][from the back of the neck to a point midway between the neck and tail].

Only for Dogs Weighing Between 23[-][to]44 1bs.

[For cartons containing 0.045 fl. oz. (1.34 mi) applicator tubes|

Apply one [tube] [applicator] (0.045 fl. oz,) (1.34 mi) [as a spot [on][to] the dog’s back between
the shoulder blades] [from the back of the neck to a point midway between the neck and tail].

Only for Dogs Weighing Between 45[-][to]88 1bs.

[For cartons containing 0.091 fl. oz. (2.68 ml) applicator tubes]

Apply one {tube} [applicator] (0.091 fl. 0z.) (2.68 ml) {as a spot[on}[to} the dog’s back between
the shoulder blades] [from the back of the neck to a point midway between the neck and tail].

Only for Dogs Weighing 89[-][to] 132 Ibs.

[For cartons containing 0.136 fl. oz (4.02 ml.) applicator tubes]

Apply one [tube] [applicator} (0.136 fl. 0z.) (4.02 ml) [as a spot [on]{to] the dog’s back between
the shoulder blades] [from the back of the neck to a point midway between the neck and tail].
Do not use two tubes on dogs greater than 132 Ibs.

FREQUENCY OF APPLICATION

Use [Brand Name] monthly for control of flea, tick, flea egg, {and] chewing lice [and mosquito]
infestations. [Studies show that] [Brand Name] kills adult fleas for up to three months. Apply
monthly if your dog is at high risk for flea reinfestation{, or in a highly infested environment].
[Apply monthly to kill mosquitoes within 24 hours.} Apply monthly to control ticks[,]
[mosquitoes] and chewing lice. Do not reapply for {30 days][4 weeks}.

[If you have questions or comments about this produet, please write: CSI Consumer Response,
5903 Genoa-Red Biuff Road, Pasadena, TX 77507]
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[In Case of Emergency, call: XXX-XXX-XXXX]
[For more information]

[Non-Emergency, call XXX-XXX-XXXX]
{Made in USA]

[Distributed by:][Manufactured by:]
Control Solutions, Inc.

5903 Genoa-Red Bluff Road
Pasadena, TX 77507

EPA Reg. No. 53883-312
EPA Est, No. XXXXX-XX-XXX

{END BACK LABEL}

{FOLLOWING TEXT MAYBE FOUND ON SIDE PANELS, BACK PANEL AS SPACE
PROVIDES OR PRODUCT INSERT}

{Option 1: How to open label language related to specific CRP paclkaging)}

[Option 1a}

How to open: Remove product tube[s] [vial] from the package. [Separate one tube from the
others.] Hold the tube [vial] with notched end pointing up and away from the face and body of
you and your dog. Use scissors to aut off the narrow end at the notches along the line.

How to apply: Invert tube over dog and use open end to part dog’s hair. Squeeze tube firmly to
apply all of the solution to the dog’s skin, as directed below. [Do not apply more often than once
every 4 weeks.] [Repeat application may be made if necessary, but do not apply more often than
once every 30 days.] [Repeat application [may][can] be made every four weeks.]

[Option 1b}
How to open

1. Remove product tubefs] [vial] from the package.

2. [Separate one tube from the others.] Hold the tube [vial] with notched end pointing up
and away from the face and body of you and your dog. Use scissors to cut off the narrow
end at the notches along the line.

How to apply
1. Invert tube over dog and use open end to part dog’s hair.
2. Squeeze tube firmly to apply all of the solution to the dog’s skin [as a spot {on][to] the
dog’s back between the shoulder blades.] [or] [from the back of the neck to a point
midway between the neck and tail.]

{End Option 1}
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{Option 2: How to open label language related to specific CRP packaging}

DIRECTIONS FOR OPENING PACKAGING:

Cut along sossor cut line 1o separale gt

Rerove

Turty wnit Qver and cut @ Fram cut corney, peed backing )
the appheaior

corner at bb end cornplesly off from botiom o top

{End Option 2}

[Brand Name] contains fipronil and the insect growth regulator (IGR) novaluron. [Brand
Namej effectively targets fleas and ticks. [Brand Name] features a sustained release formula
created to act fast and provide [long lasting] control of fleas, ticks, flea eggs, [mosquitoes] and
cliewing lice forup to [1 month] [[four] [4] weeks] [30 days{} on dogs.

STORAGE AND DISPOSAL
PESTICIDE STORAGE: Do not remove tube from the pack until ready to use. Store in a cool
[below 77°F[/] (25°C)] dry place inaccessible to children and pets. Do not refrigerate. Protect
from direct sunlight.

PESTICIDE DISPOSAL AND CONTAINER HANDLING: H empty: Non-refillable
container. Do not reuse or refill this container. Offer for recycling if available. H partly filled:
Call your local solid waste agency for disposal instructions. Never place unused product down
any indoor or outdoor drain.

[LIMITATION OF WARRANTY AND LIABILITY
Read the entire direction for use, conditions of warranties and limitations of liability before using
this product. If terms are not acceptable, return the unopened product container at once. By using
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this product, user or buyer accepts the following CONDITIONS, DISCLAIMER OF
WARRANTIES, and LIMITATIONS OF LIABILITY.

CONDITIONS: The directions for use of this product are believed to be adequate and must be
followed carefully. However, it is impossible to eliminate all risk associated with the use of this
product. Animal injury, ineffectiveness or other unintended consequences may result because of
such factors as presence of other materials, or the manner of use or application, all of which are
beyond the control of Control Solutions, Inc. To the extent consistent with applicable law, all
such risks shall be assumed by the user or buyer.

DISCLAIMER OF WARRANTIES: To the extent consistent with applicable law, Control
Solutions, Inc. makes no other warranties, express or implied, of merchantability or of fitness for
a particular purpose or otherwise, that extend beyond the statements made on this label. No agent
of Control Solutions, lnc. is authorized to make any warranties beyond those contained herein or
to modify the warranties contained herein. To the extent consistent with applicable law, Control
Solutions, Inc. disclaims any liability whatsoever for special, incidental or conseguential
damages resulting from the use or handling of this product.

LIMITATIONS OF LIABILITY: To the extent consistent with applicable law, the exclusive
remedy of the user or buyer for any and all losses, injuries or damages resulting from the use or
handling of this product, whether in contract, warranty, tort, negligence, strict liability or
otherwise, shall not exceed the purchase price paid or at Control Selutions, Inc. election, the
replacement of product.]

[Hf you have questions or comments about this product, please write: CSI Consumer Response,
5603 Genoa-Red Bluff Read, Pasadena, TX 77507]

[In Case of Emergency, call: XXX-XXX-XXXX}
[For more information]

[Non-Emergency, call XXX-XXX-XXXX]
[Made in USA]

[Distributed by:][Manufactured by:]
Control Selutions, Inc.

5903 Genoa-Red Bluff Road
Pasadena, TX 77507

EPA Reg. No. 33883-312
EPA Est. No. XXXXX-XX-XXX

[Look at the Label [Look at the Label icon] 6 Step [Spot-On] [Squeeze-On] [Topical] Checklist
» Read the label completely and follow directions
o Weigh your dog
¢ Do NOT use Dog products on Cats

10
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* Do NOT treat with more than one pesticide product at a time
+ Separate animals after treatment for at least 24 hours to avoid chance of ingestion
» Do NOT split tubes between Dogs [and use the ENTIRE tube contents]. ]

[Brand Name]

[EIL21[31[41[53[6][12]]24] [Month [Treatment] [Application] Tracker}

[Monthly reminder card]

[Apply [Brand Name] monthly for contimious protection against fleas, ticks, flea eggs [and]
chewing lice [and mosquitoes].]

[For year-round protection, apply [Brand Name] monthly.]

[Pet’s Name (Empty blank for owner to fill in name)]

[First][1¥][Second][2™"|[ Third][3][Fourth][4™|[Fifth][5™][Sixth][6"][Seventh][ 7"][Eighth][8*[
Ninth][9¥][Tenth][10*][Eleventh][11"][ Twelfth][12%]

[Dose] [Treatment] [Application]

[(Empty blank for owner to fill in date)(Date: MM/DD/YY)]

[Calendar stickers with brand name] [Place stickers on your calendar as a reminder to reapply
[brand name] in 30 days.}

[Monthly Application Reminder Magnet]

[Enclosed for your convenience is an application reminder magnet. Push the (reset) button to
start the clock. After 30 days the magnet will flash {and beep) reminding you to reapply [Brand
Name]. This application reminder can be used for future treatments. Just press the reset button
and in another 30 days the reminder magnet will flash (and beep) reminding you to reapply.]

{END: TEXT THAT MAYBE FOUND ON SIDE PANELS, BACK PANEL AS SPACE
PROVIDES OR PRODUCT INSERT}

{Optional graphics beiow may or may not appear anywhere on finished abel}

FLEA FUPAE

[Flea life cycle diagram] [Flea Life Cycle]
[Sample coloring and layout may be different on final label]

11
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@ fleas
o fleaeggs
@ AduttFlea

A Brown Dog Tick
“%\ Lone Star Tick
A American Dog Tick
#  chewinglice

e Mosquitoes

rﬁf Mite

{End optional graphics}

{TUBE / VIAL LABEL}

{Option 1 Tube label related to CRP Option I}

Front Label ' Back Label
Brand Name {cat graphic with line through | KEEP OUT OF REACH OF CIHILDREN
it} CAUTION: Read directions and precautions
Use only on dogs 8 weeks and older and before using. Use scissors to open.
[6.5/6%4-221{23-44]{45-88[{89-132] Ibs. EPA REG. No. 53883-312

Fipronil 9.8%, Novaiuron 20.0% w/w
[0.023 fl oz (or) 0.045 1 oz (or) 0.091 {1 0z (or) | [label code]
0.136 fl oz] {label code]

{End Option 1}

12
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EPA Reg. No. 53883-312
Page 10 of 13

{Option 2 Blister pack label related to CRP Option 2}

{START — BLISTER PACK INFORMATION}

{END — BLISTER PACK INFORMATION}

Front Label

Back Label

Brand Name {cat graphic with line through
it}

Use only on dogs 8 weeks and older and
{6.5/614-22]{23-44]{45-88]{89-132] lbs.
Fipronil 9.8%, Novaluron 20.0% w/w

{0.023 1 oz {or) 0.045 {l oz {or) 0.091 fl 0z {or)
0.136 fl oz] [label code]

KEEP QUT OF REACH OF CHILDREN
CAUTION: Read directions and precautions
before using.

EPA REG. No. 53883-312

flabel code]

{End Option 2}

13




September 4, 2013

Information in [ ] is optional.

CSI1 Master Label

EPA Reg. No. 53883-312
Page 11 of 13

[OPTIONAL MARKETING LANGUAGE THAT MAY BE FOUND ON ANY PANEL
OR INSERT OF THE LABEL OR PACKAGING}

[Fleas]

[» Research demonstrates that [brand name] kills adult fleas and flea eggs for up to one

month]

[+ [Brand Name] prevents development of fleas for up to one month]
[+ Prevents adult fleas and flea eggs]
[+ If dog is a high risk for flea reinfestation, a once a month application is ncedcd]
[+ Kills flea eggs for up to 1 month]
[+ With Novaluron Insect Growth Regulator which Breaks the Flea Life Cycle]
With Novaluron to Break Flea Life Cycle]
With Insect Growth Regulator to Break Flea Life Cycle]

Dual Action [!]: Effectively Breaks the Flea Life Cycle[!]]

[*
[+
[* Dual Action [}]:Fipronil with Novaluron 1GR Effectively Breaks the Flea Life Cycle]
[+
[

Kills Fleas Up to [4 weeks][] month][30 days]!]
[+ Prevents Flea Eggs Fron Developing Into Biting Adults)
[+ Breaks the flea life cycle]
[+ Effectively kills adult fleas and flea eggs]
[+ Kills adult fleas [for up to three months]]
» Kills newly emerged adult fleas before they lay eggs]
* Kills adult fleas, which may cause [flea allergy dermatitis] [and][or] [fiea bite anemia]]

[

[

[ Kills Fleas]

[+ Kills Flea Eggs]

[Ticks]
[+ Kills Ticks]

[+ Kills ticks including those that may transmit Lyme disease]

[+ Kills Ticks for Up to [4 weeks][l month][30 days]!]*

[+ Kills [all stages of] deer ticks [(which may be a vector of Lyme discase}][(including
those that may transmit Lyme disease)] for up to [4 weeks][1 month][30 days]]

[+ Kills all stages of deer ticks]

[* Kills Ticks (including deer ticks) for up to [4 weeks][1 month][30 days]]

[+ Kills [brown [dog ticks],] [American [dog ticks],] [and] lone star [ticks]] [dog ticks]
[and] [deer ticks] [(Rhipicephalus sanguineus)] [for up to [4 weeks] [1 month][30 days]]]
[+ Kills American dog ticks [(Dermacentor variabilis)] for up to [4 weeks][1 month][30

days!]

[+ Kills ticks that may transmit Lyme disease, Rocky Mountain spotted fever,
ehrlichiosis, babesiosis, and anaplasmosis]

[Mosquitoes]

[+ Kills mosquitoes] [within 24 hours for up to 7 days] [and] [within 48 hours for up to 28

days]

14
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[Miuitiple Pests]

[+ Flea & Tick Control for Dogs & Puppies 8 weeks old and older]

[+ Kills fleas, flea eggs, ticks, chewing lice [& mosquitoes][for up to 4 weeks][30 days]i
month]]

[+ Controls flea reinfestation for up to [4 weeks][four weeks][one month]]

[+ Kills fleas, ticks, [mosquitoes,] chewing lice and flea eggs][for up to] [1 month]j[30
days][4 weeks]]

[* Monthly flea, tick, [mosquito], chewing lice, and flea egg protection]

[+ Monthly flea, tick, [mosquito] and chewing lice protection]

[+ Kills fleas, ticks, [mosquitoes], flea eggs and chewing lice]

[+ [Six] [6] [S][Five] Way Protection [Kills fleas, ticks, [mosquitoes], [mites], chewing
lice and flea eggs]]

[ [5] [Five] [Four][4] Way Protection! Kills fleas, ticks, [mosquitoes], chewing lice,
[and] [&] flea eggs])

[+ [4 Week] [1 month][30 day][Flea and Tick [Treatment][Application]]

[ [Four (4) Week] [Flea, Tick, [Mosquito,] [flea egg,] and chewing lice control]

[* 4 week Flea and Tick Treatment!]

[» Once A Month Flea and Tick [Treatment][Application]]

[+ Kills Fleas and Ticks for up to 4 weeks!]

[* When used monthly [brand name] completely breaks the flea life cycle and controls
tick and chewing lice infestations. ]

[+ Use [Brand Name] monthly to control fleas, ticks, [mosquitoes], {lea eggs [and
chewing lice]]

[+ Kills Fleas, Ticks & Flea Eggs for up to 4 Weeks]

[Other]

[+ Only for Dogs and Puppies 8 weeks of age or older]

[+ Can only be used on puppies 8 weeks of age and older]

[+ Formulated for Dogs and Puppies 8 weeks of age or older]

[» Only for Dogs [6.5/674-22 Ibs], [23-44 lbs], [45-88 lbs], [89-132 lbs]

[« Fast Acting]

[* Long Lasting]

[+ Once a month treatment]

[+ Convenient and simple spot treatment]

[+ Convenient spot treatment]

[+ A once monthly application is required for chewing lice]

[* Rapidly eliminates infestations of chewing lice]

[* Rapid elimination of chewing lice infestation[s]]

[* Kills chewing lice][and aids in the control of mites that may cause sarcoptic mange]
[+ Aids in Control of Sarcoptic Mange}

[+ Controls mites that cause sarcoptic mange]

[+ [X] Applications {for cartons with [X] applicators}] and/or [[X] Month Supply] or [[X]
Week Supply]

[+ Best if used year round!]

15
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[* For year-round protection, appiy [Brand Name] monthly]

[+ (ICON Showing 4 Week Protection)]

[* 4 Week Dosel]

[* 1 Month Dose!]

[* 30 Day Dose!]

[+ Easy to Use [Application]]

[+ Formulated for Dogs and Puppies over 8 weeks of age]

[+ Patented Technology]

[+ Apply once every [4 weeks][month][30 days]!]

[+ Repeat application [may][can] be made every four weeks.|

[+ Apply monthly]

[+ Fipronii (9.8%) + Novaluron (20.0%)]

[+ Prevents and controis reinfestation[s] of listed pests [for 4 weeks] [for 1 month][for 30
days]]

[+ Stops existing infestations of listed pests]

[» Prevents [establishment of additional infestation] [infestation of listed pests] [for] [1
month][4 weeks][30 days]]

[+ Lift here for more information]

[+ [One Application][ Two Applications][Three Applications][Four Applications][Five
Applications][Six Applications][Twelve Applications][ Twenty-Four Applications] and/or
[1 Month Supply][2 Month Supply][3 Month Supply][4 Month Suppiy][$Month
Supply][6 Month Supply][12 Month Suppiy][24 Month Supply] or [4 Week Supply][8
Week Supply][12 Week Supply][16 Week Supply][Twenty Week Supply][24 Week
Supply][48 Week Suppiyl[52 Week Supply][104 Week Supply]]

[* [1I[2][31[41[51[6]1[12][24] Applications]

[* Contains Fipronii[,] [-]the [same] active ingredient used in Frontline® brand
products®]

[+ Contains Fipronil[,] [-Ithe [same] active ingredient used in the feading competitive
brand[s]]

[» *[Brand Name] is not mamifactured by or distributed by Merial. Frontiine® is a
registered trademark of Merial.]

[* [Brand Name] is a trademark of [Company Name]|
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Metzger, Autumn

From: James Messina [jmessina@exponent.com)

Sent; Friday, August 30, 2013 3:46 PM

To: Metzger, Altumn

Ce: Anne Turnbough {aturnbough@ControiSoiutionsine.com}

Subject: EPA Label Amendment

Attachments: 53883-312 Fipronil Novaluron Label 8-30-2013 clean.pdf; 53883-312 Label Amendment

8-30-2013 pdf

Autumn,

Thank you for taking the time to taik with me today regarding the CSi label. As discussed, piease find attached the label
amendment to add cerrect the one statement weights. We have oniy made this change and added the EPA Registration
Number to the label. We look forward to working with you and witl wait to hear back from you on processing. We
appreciate ali of your efforts.

Have a great weekend.
Best Regards,

James Messina

Principai Regulatory Consuitant

Exponent

Center for Chermical Reguiation and Food Safety
1150 Connecticut Avenue, N.W.

Suite 1100

Washington, DC 20036

202-772-4932

202-772-4879 fax

301-908-1181 cell

CONFIDENTIALITY NOTICE: This electronic transmission (including any files attached hereto} may contain information
that is privileged, confidential and protected from disclosure. The information is intended only for the use of the individual
or entity named above and is subject to any confidentiality agreements with such party. If the reader of this message is
not the intended recipient or any empioyee or agent responsibie for delivering the message to the intended recipient, you
are hereby notified that any disclosure, dissemination, capying, distribution, or the taking of any action in reliance on the
contents of this confidential information is strictly prohibited, If you have received this communication in error, please
destroy it immediately and notify the sender by telephone. Thank you
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SOLUTIONS
incorporaled

A Makineshin-Azan Campany

August 30,2013

John Hebert

Product Manager 7

Office of Pesticide Programs (7504P) (AMEND}
t1.S. Environmental Protection Agency
Document Processing Desk

Room 5-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202

Subject: Fast Tracl Label Amendment for CSI Fipronil + Novaluron Spot-On for Dogs
(EPA Registration Number 53883-312)

Dear Mr. _I-chelft:

Control Solutions, Inc. (CSIL, 3903 Genoa Red Bluff, Pasadena, TX 77507-1041, EPA Company
Number 33883), is submilting a fast track label amendment to the EPA approved product CSI Fipronil
+ Novaluron Spot-On for Dogs (EPA Registration Number 33883-312), containing the EPA
registered active ingredicnts fipronil (9.8%) and novaluron (20%). The following information is
inchuded in support of this alnendment:

o Transmittal Document;
e  Application for Amendment (EPA Form 8570-1); and
e Revised label (3 copies: 1 track changes, 2 clean).

CSI is submitting an amendment 1o revise label language to reduce the potential for misuse of the
product by a consurner. We have only added the EPA Registration Number and the following
sentence has been updated on page 3: “Do not use on puppies under {6.3/6%2]{231{45][89] pounds and
8 weeks of age.” No other changes have been made to the label.

If you have any questions or need additional information, please contact nwe at
atumbough{@controlsolutionsinc.com or at 281-§92-2532.

Sincerely,

foea 1 T

Anne Turmhough Ph.D.
Director, Regulatory Alfairs

Enclosures

5903 Genon Red Bluff »  Pasadena, TX 77307-1041 «  wwav.contrelsolutionsinc.comm
281-892-2500  Fax 281-892-2501 - 800-242-3562
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Please rewd instructions on reverse before completing form. Form Approved. OMB No. 2070-0080. Approval expires 05-31-88

United States D_Registraﬁon QPP Identifier Number
E PA Environmental Protection Agency _Amendment
Washington, DC 20460 I:] Other
Application for Pesticide - Section |
1. Company/Product Number 2. EPA Product Manager 3. Proposed Classification
53883-312 John Hebert

4, Company{Producl {Name) 5PME 7 :
Control Solutions, Inc.{CSI Fipronil + Novaluron Spot-on for Dogs ) None DReslncled
5. Name and Address of Applicant {fnclude ZIP Code) 6. Expedited Review. In accordance with FIFRA Section 3{¢))(b}(h, my

. roduct |s slmilar or identical in composition and labeling to:
Contro! Solutions, Inc. product ls similar or ide P 9

5903 Genoa Red Biuff '
Pasadena, TX 77507 EPA Reg. No.

Product Name

[ chock i i is a new address

Section Il
@ Amendment - Explain below. l:l Final printed labels in response to Agency letter dated XX-XX-XX
l:l Resubmission in response to Agency letter dated XX-XX-XX l:l ‘iMe Too" Application
D Notification - Explain below. l:l Cther - Explain below.

Explanation: Use additional page(s} if necessary. (For section ! and Section 1.}
Submission of an amendment to add [abel [anguage to reduce the potential for product misuse.

Section |l
1. Material This Product Will Be Packaged In;
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Container
Yes® ' Yes D Yes L—__] Metal
[ Te 7 no X< o Plastic
M yes" No, per If "Yes" No. per DG!ass
“Cartification must Unit Packaging wat. Container Package wgt. Container
: 0.023 11 0z {0.67 ml)} 1,2,3,4, 5, DF’EPEF
be submitted - . . )
0.045 1l 0z {1.34 mt) 6, (2, 24 vials l Dother {Specify} Plastic Bag
0.091t fl oz (2.68 ml)
0.136 1l oz {4.02 mI)
3. Location of Net Contents Information 4. Size(s} Retail Container 5. Location of Label Directions
Labe! D Container 0.023 £l 0z (0.67 iet). 0.045f] 0z (1 .34 mb), 0.091 £ DOF\ Can
’ 0z {2.68 mt}, 0.636 N oz {4.02 nil} On Labeling accompanying product
6. Mannef in Which Label is Affixed fo Product DLithograph %Other
DF’aper glued
Dstenciled
Section IV
1. Contact Point {Complete flems divectly befow for identification of individual fo be contacted, if necessary, [o process ihs applicalion.)
MName Title Telephone No. (Include Area Code}
Anne Turnbough Oirector, Regulatory Affairs 281-892-2532
' Certification 6. Date Application
! certify that the statements | bave made on this form and all attachments thereto are true, accurate and complete. | Received
acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment or both {Stamped)

under applicable law. .

2. Signature R 3. Title
(-
BY: - )\W,Q_ m iufr’kbﬁ Director, Regulatory Affairs

4. Typed Name: Anne Turnbough 5 Date: 8/3072013
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- Material Sent for Data Extraction
Reg # S 38¥3—35/2
Description: Aec %f/é#d*m_m

/@ Material(s) Sent to Data Extraction Contractors:
X New Stamped Label Dated & /2P7/3

[ 1 Notification Dated

[ New CSF(s) Dated

E Decision #: Y hf}j /

{ | Other Action/Comments:

Attach this coversheet to the top of the material or jacket. It
must be well organized and clipped together, NOT STAPLED.,
Then give the material with this coversheet to staff in the
Information Services Center (Room $-4900).

Reviewer: @M%w \T 0~ Stsere 7

Phone: W Division: && —FRPB
OF 62T,
Date: Fos ¢7

Created February 3, 2011
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¢¢\1EU 3?'4@& U.S. ENVIRONMENTAL PROTECTION AGENCY EPA Reg. Number: Date ol 1ssuance:
; b 3 Office of Pesticide Progrants

Registration Division {7505C} 53883-3 12

t200 Pennsylvania Ave., NLW. JUN 28 2013

Washington, D.C. 20460

NOTICE OF PESTICIDE;
_X_Registration N
__ Reregistration Condittonal

Term of Issuance:

(under FIFRA, as ainended)
Name of Pestieide Product:

CSI Fipronil + Novaluron Spot-On
for dogs

Name and Address of Registrant (inclnde Z1P Code):

Control Solutions, Inc.
5903 Genoa-Red Bluff Road
Pasadena, TX 77507

Note: Changes in labeling differing in substanee from that accepted in connection with this registration nust be subniitted to and aceepted by the

Registration Division prior to use of 1he label in ecommeree. In any eorrespondence on this product always refer to the above EPA registration mimber,

On the basis ol infonnation furnished by the registrant, the above named pesticide is hercby registered/reregistered under thw Federal Insecticide, Fungicide

and Rodentieide Act, -

Registration is in no way to be eonstrzed as an endorsement or reeommendation of this product by the Ageney. 1n order to protect health and the
environment, the Administraior, on his motion, may at any tiine suspend or cancel 1he registration of a pestieide in accordance with the Act. The ageeptanee
ol any name in conncetion with the registration of a produet under this Aet is not to be constrmed as giving the registrant a right to exelusive use of the name

or ta its nse il it has been eovered by others,

This product is conditionally registered in accordance with FIFRA section 3(¢)(7)(B) provided
that you: '

t. Submit and/or cite all data required for registration/registration review of your product under
FIFRA when the Agency requires all registrants of similar products to submit such data. You
must comply with DCI ID# GDCI-129121-1305 issued on 3/14/2013. If vou have questions
about the Generic DCI issued, you may contact Susan Bartow from the Pesticide Re-evaluation
Division.

2. Make the following label changes before you release the product for shipment:

o Revise the EPA Registration Number to read, “EPA Reg. No. 53883-312.”

Signa s I mving Oificiat: Date

EPA O 8570-6
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Page 2

EPA Reg. No. 53883-312

3. Submit Storage stability (830.6317) and corrosion characteristics (830.6320) data within 18
months from the date of this registration notice.

4, Submit one copy of the revised print-ready/marketed final printed label (as defined in 40
CFR 152.3) containing all graphics, colors, font sizes, marketing claims, ete. The label must
be accepted by the Agency prior to sale and distribution.

Other Conditions:

This registration is time-limited and expires two years from the date this preduct is first released
for shipment,

A.

You must provide the Agency with a projected release for shipment date within 30 days of the
date of this Notice of Registration. The Agency will calculate the expiration date based on the
projected release for shipment date until an actual release for shipment date is provided in
writing.

Consider limiting the formulations of each product to one basic confidential statement of
formula. The Agency may require this in the future. It is possible that no additional alternate
formulations or minor formulation amendments will be approved for this product in the future.

You must submit quarterly enhanced incident reports and quarterly sales information in doses
sold for this product for the quarter that begins on October I, 2013,

The quarterly reports are due two months after each quarter ends. Please flag any Confidential
Business Information as such. Enhanced incident reporting should be submitted to the Product
Manager. Quarterly sales information should be submitted to the Pesticide Re-evaluation
Division {7504P), Immediate Office {attn: Ms. Kaitlin Keller).

The follewing is a list of infermation that must be included in the quarteriy reports for each
incident:

EPA Registration Number

Product name (brand name)

Lot#

Where purchased: internet, store, veterinarian
Active Ingredient(s)

Weight range for product

Date on which incident occurred. (mm/dd/yyyy)

State in which the incident oceurred. (standard 2 letter abbreviation)
Registrant case #
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Species: dog, cat, other (specify)
Breed: (as reported by pet owner)
Age: months or years

Sex: M, F, or neutered

Weight: pounds

Primary Route of Exposure: dermal, oral, other animal, inhalation, other

Body System: neurological, dermatological, G, respiratory, ocular, other

Major signs noted with separate column for each sign, using standard terminology
Time to Onset: (hours, days)

Treated by veterinarian: yes or no

First time product used: yes or no

Misuse: use on incorrect species, overdose, too frequent dosing, other (describe)
Any known precondition

EPA Severity Code: death, major, moderate, minor

Outcome: died, recovered, still treated, unknown

D. Along with the enhanced incident reporting, you must submit an analysis of the incidents seen, to
include the following details:

- All incidents should be reported including all minor dermal and ocular irritation reports.

- Summary table for cats showing number of incidents of each severity code for each
route of exposure. Each incident should only be reported once. If one incident has
several routes of exposure, the order should be ocular > oral > dermal. In other words, an
incident with both oral and dermal exposure would be reported as oral exposure, and an
incident with both ocular and oral exposure would be reported as ocular exposure.

- A similar summary table for dogs {(misuse or secondary exposure) showing number of
incidents of each severity code for each route of exposure.

- Summary table for dogs and table for cats showing number of incidents that are
believed due to secondary exposure (e.g., multi-pet households).

- A summary table for cats showing number of incidents for each severity code for these
age ranges: <3 months, 3-6 months, 6-9 months, 9-12 months, 1 yr, 2 yr, 3 yr, 4 yr, 5 vr,
6yr,7yr, 8yr, 9yr, 10 yr, 11 yr, 12 yr, 13 yr, 14 yr, 15 yr, >15 yr.

- A summary table showing the number of cat incidents for each severity code for each
pet weight range on the product label (if applicable).

- A summary table for cat weight showing number of incidents for each product weight
range. This table should show number of incidents in cats weighing less than that
product weight range, number of incidents in cats in lower half of weight range, number
of incidents in cats in upper half of weight range, and cats weighing more than the
product weight range (if applicable).

- Table showing number of incidents for each cat breed, where provided.

- Table showing number of incidents in cats for each clinical sign.

- Table showing number of incidents in cats for each organ system.

- Report aggregate incidents, but do not combine moderate and minor incidents.
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If the Agency determines that future mitigation measures are necessary for all pet spot-on
products, you will be informed, and be expected to comply. If mitigation measures are necessary, the
Agency may take appropriate regulatory actions.

Please note that, should you wish to add/retain a reference to the company’s website on your
label, the website then becomes labeling under the Federal Insecticide Fungicide and Rodenticide Act
and is subject to review by the Agency. If the website is false or misleading, the product would be
misbranded and unlawful to sell or distribute under FIFRA section 12(a)(1 E). 40 CFR 156.10(a)(5)
list examples of statements EPA may consider false or misleading. In addition, regardless of whether a
website is referenced on your product's label, claims made on the website may not substantially differ
from those claims approved through the registration process. Therefore should the Agency find or if it
is brought to our attention that a website contains false or misleading statements or claims substantially
differing from the EPA approved registration, the website will be referred to the EPA's Office of
Enforcement and Compliance Assurance,

If these conditions are not complied with, the registration will be subject to cancellation in
accordance with FIFRA section 6(e). Your release for shipment of the product constitutes acceptance of
these conditions. If you have any questions, please contact Autumn Metzger at 703-305-5314 or
metzger.autumn(@epa.gov.

A stamped copy of the label is enclosed for your records.

Jolin Hebert

Product Manager(07
Insecticide-Rodenticide Branch
Registration Division (7505P)

Enclosure
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CSI Master Label
June 27, 2013 EPA Reg. No. 53883-GRE
Information in [ ] is optional. Page 1 of 13

{FRONT LABEL}
CSI Fipronil + Novaluron Spot-On for Dogs

[For use only on dogs 8 weeks of age or older]

[For use only on dogs 8 weeks old and older]

[For use only on dogs more than 8§ weeks old]

[For use only on dogs [&][and] puppies 8 weeks or older and 6.5/6% lbs. and over]
[For use only on dogs 6.3/6% Ibs. and over [and][&] over 8 weeks of age]

(Only apply to puppies over 8 weeks old]

[Only apply to puppies 8 weeks or older]

[Apply to dogs 8 weeks of age or older]

[Apply only to dogs 8 weeks of age or older]

[Apply to dogs >8 weeks old]

[Apply only on dogs [and puppies] [>6.5/6"2 lbs./more than 6.5/6' |bs. [and/&] over 8 weeks
old]

{One of following will be used on label}
[Foruse ONLY on dogs [&][and] puppies]
[ONLY for Degs & Puppies 8 weeks or older [and][&] 6.5/6Y2[-] [to] 22 1bs]
[6.5/6'%[-] [to] 22 1bs] [Only for Dogs 6.5/6'%(-] [to] 22 Ibs.]
[23[-] [to] 44 lbs] [Only for Dogs 23[-] [to] 44 Ibs.]

[45[-] [to] 88 Ibs] [Only for Dogs 45[-] [to] 88 Ibs.] ACCEPTED
[89[-] [to] 132 lbs] [Only for Dogs 89(-] [to] 132 Ibs.] JUN 28 208
[over 8 weeks of age]] I

{or} m 23 Bodentidide ACL
[Only for Dogs 6.5/6'2-22 lbs, & Puppies (8 weeks or older)] as srpmaded, foo e pestickie
[Only for Dogs 23-44 1bs.] mﬁ 35553/

[Only for Dogs 45-88 1bs.]
[Only for Dogs 89-132 lbs.]

ACTIVE INGREDIENTS:

FIPIOTEL v s nrae e 2.8%
NOVAIUTON 1evvierivii e scitee e seessssares e sraeseenens 20.0%
OTHER INGREDIENTS: ....covrvvrreereresssrrssssnssrnrsssres 70.2%
TOT AL crrreiiiinrersnrisiverresssssssmssssesisissrsssssnssssssnsssassions 100.0%

{1.5cem x 1.5 em or as listed below/bottom right corner of front panel}

KEEP OUT OF REACH OF CHILDREN
CAUTION
[See [Back][or][Side] [Label[s]] [Panel(s]] [or] [insert] for Additional Precautionary Statements]
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CSI Master Label
June 27, 2013 EPA Reg. No. 53883-GRE
Information in [ ] is optional. Page 2 of 13

{Option I: Net Contents related to specific CRP packaging} .

NET CONTENTS: X fioz [Y ~ X fl oz applicators]

[11[One][2][Two][3])[ Three][4](Four][S][Five][6][Six][12][Twelve][24] Twenty-Four] 0.023 fi
0z (0.67 mL} applicators

[11[One][2][ Twol[3][Three][4][Four][5][Five][6][Six][ 12][ Twelve][24][ TwentyFour] 0.045 fl oz
(1.34 mL) applicators

[11[One][2][Two][3][ Three][4][Four][S][Five][6][Six][12][ Twelve][24][Twenty-Four] 0.091 fl
oz (2.68 mL) applicators
[I[One](2)[Two][3](Three][4][Four](S][Fivel[6][Six][12][Twelve][24][ Twenty-Four] 0.136 fi
oz (4.02 mL) applicators

{End Option 1}

{Option 2: Net Contents related to specific CRP packaging}
NET CONTENTS: X fioz [3 X {l oz applicators]

[[Three] [3] 0.023 fl. oz. (0.67 mL) applicators]

[[Three] [3] 0.045 1, oz. (1.34 mL) applicators]

([Three] [3] 0.091 fi. oz. (2.68 mL) applicators]

[[Three] [3] 0.136 fl. 0z. (4.02 mL) applicators]

{End Option 2}

{Front label may include various marketing statements, refer to Optional Marketing Language
section}

{END FRONT LABEL}
{BACK LABEL}

READ ENTIRE LABEL BEFORE EACH USE,
USE ONLY ON DOGS AND PUPPIES OVER § WEEKS OF AGE.

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS, CAUTION: Harmful if swallowed. Wash thoroughly with soap
and water after handling and before eating, drinking, chewing gum, using tobacco, or using the
toilet.

FIRST AID

If swallowed ¢ Immediately call a poison control center or doctor.

* Do not induce vomiting unless told to do so by a poison control center or
doctor. .

s Have person sip a glass of water if able to do so,

» Do not give anything by mouth to an unconscious person.
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CSI Master Label
June 27, 2013 - EPA Reg. No. 53883-GRE
Information in | ] is optional. Page 3 of 13

HOT LINE NUMBER
Have the product container or label with you when calling a poison control center or doctor, or
going for treatment. [You may also contact [XXX-XXX-XXXX] for emergency medical
treatment information.]

HAZARDS TO DOMESTIC ANIMALS. For external use on dogs only. Individual
sensitivities, while rare, may occur after using any pesticide product on dogs. If signs of
sensitivity occur bathe your dog with a mild soap and rinse with large amounts of water. If signs
persist, or become more severe within a few days of application, consult a veterinarian
immediately. If your dog has an unusual reaction to the initial application, consult a veterinarian
before repeating treatment. Certain medications can interact with pesticides. Consult a
veterinarian before using on medicated, known organ dysfunction, debilitated or aged dogs.
[Call {XXX-XXX-XXXX] for 24-hour assistance.]

DIRECTIONS FOR USE
Itis a violation of Federal law to use this product in a manner inconsistent with its labeling.
DO NOT ALLOW CHILDREN TO APPLY PRODUCT. TO PREVENT HARM TO YQOU
AND YOUR DOG, READ ENTIRE LABEL BEFORE EACH USE. FOLLOW ALL
DIRECTIONS AND PRECAUTIONARY STATEMENTS CAREFULLY. Do not have contact
or allow children contact with treated area until completely dry.

Do not use on puppies under 6.5/6%: pounds and 8 weeks of age. Do not allow your dog to ingest
this product. Use entire contents of tube on each dog. Do not split one tube between dogs. Do
not use multiple tubes on one dog. Weigh your dog to be sure you are applying the right dose
formulated for the weight of your dog. Do not treat your dog with more than one pesticide
product at a time. Do not use on rabbits or animals other than dogs. Do not use on pregnant or
lactating dogs. Separate the treated dog from all other dogs and cats for 24 hours after treatment
has been applied.

Side Effects: Monitor your dog after application. Side effects may include signs of skin
irritation such as redness, scratching, or other signs of discomfort. Individual sensitivities, while
rare, may occur after using any pesticide product. If signs persist, or become more severe within
a few days of application, consult a veterinarian immediately. If your dog has an unusual
reaction to the initial application, consult a veterinarian before repeating treatment. Certain
medications can interact with pesticides. {Call [XXX-XXX-XXXX] for 24-hour assistance.]

DO NOT USE ON CATS. Keep cats away from treated dogs for 24 hours. If applied to a cat or
ingested by a cat, contact your veterinarian.

{1.5 cm x 1.5 cm or as listed below/bottom right comer of back panel}
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CSI Master Label
June 27, 2013 EPA Reg. No. 53883-GRE
Information in [ ] is optional. Page 4 of 13

[Optional drawings that may or may not appear anywhere on finished label]

{[Application Instructions] [How to Apply - May contain graphics illustrating product use,
e.g., dog with a drop falling onto its neck from a vial on front, side, or back carton label
and/or applicator labeling,]

Only For Dogs Weighing 6.5/6%4[-]{to]22 Ibs. [including small dogs and puppies,] 8 weeks or
older

[For cartons containing 0.023 f1. oz. (0.67 ml) applicator tubes]|

Apply one [tube] [applicator] {0.023 f1. 0z.) (0.67 ml) [as a spot [on][to] the dog’s back between
the shoulder blades][from the back of the neck to a point midway between the neck and tail].

Ouly for Dogs Weighing Between 23{-][to]44 1bs.

[For cartons containing 0.045 fl. oz. {1.34 ml) applicator tubes]

Apply one [tube] {applicator] (0.045 fl. oz.) (1.34 ml) [as a spot [on][to] the dog’s back between
the shoulder blades] [from the back of the neck to a point midway between the neck and tail].

Only for Dogs Weighing Between 45{-]{t0]88 Ibs.

[For cartons containing 0.091 1. oz. (2.68 ml) applicator tubes]

Apply one {tube] [applicator] (0.091 fl. 0z.) (2.68 ml) {as a spot[on][to] the dog’s back between
the shoulder blades] [from the back of the neck to a point midway between the neck and tail].

Only for Dogs Weighing 8%[-][to]132 Ibs.

[For cartons containing 0.136 f1. oz (4.02 ml.) applicator tubes]

Apply one [tube] [applicator] (0.136 {1. oz.) (4.02 ml) [as a spot [on][to] the dog’s back between
the shoulder blades] [from the back of the neck to a point midway between the neck and tail].
Do not use two tubes on dogs greater than 132 Ibs.

FREQUENCY OF APPLICATION

Use [Brand Name] monthly for control of flea, tick, flea egg, [and] chewing lice [and mosquito]
infestations, [Studies show that] [Brand Name] kills adult fleas for up to three months. Apply
monthly if your dog is at high risk for flea reinfestation], or in a highly infested environment].
[Apply monthly to kill mosquitoes within 24 hours.] Apply monthly to control ticks[,]
[mosquitoes] and chewing lice. Do not reapply for [30 days][4 weeks].

[1If you have questions or comments about this product, please write: CSI Consumer Response,
5903 Genoa-Red Bluff Road, Pasadena, TX 77507]
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CSI Master Label
June 27, 2013 EPA Reg. No. 53883-GRE
Information in [ | is optional. Page 50f 13

[In Case of Emergency, call: XXX-XXX-XXXX]
[For more information]

[Non-Emergency, call XXX-XXX-XXXX]
[Made in USA]

[Distributed by:][Manufactured by:]
Control Solutions, Inc.

5903 Genoa-Red Bluff Road
Pasadena, TX 77507

EPA Reg. No. 53883-GRE
EPA Est. No. XXXXX-XX-XXX

{END BACK LABEL}

{FOLLOWING TEXT MAYBE FOUND ON SIDE PANELS, BACK PANEL AS SPACE
PROVIDES OR PRODUCT INSERT}

{Option I: How to open [abel language related to specific CRP packaging}

[Option 1a]

How to open: Remove product tube[s] [vial] from the package. [Separate one tube from the
others.] Hold the tube [vial} with notched end pointing up and away from the face and body of
you and your dog. Use scissors to cut off the narrow end at the notches along the line.

How to apply: Invert tube over dog and use open end to part dog’s hair. Squeeze tube firmly to
apply all of the solution to the dog’s skin, as directed below. [Do not apply more often than once
every 4 weeks.] [Repeat application may be made if necessary, but do not apply more often than
once every 30 days.] {Repeat application [may][can] be made every four weeks.]

[Option 1b]
How to open

1. Remove product tube[s] [vial] from the package.

2. [Separate one tube from the others.] Hold the tube {vial] with notched end pointing up
and away from the face and body of you and your dog. Use scissors to cut off the narrow
end at the notches along the line.

How to apply
1. Invert tube over dog and use open end to part dog’s hair.
2. Squeeze tube firmly to apply all of the solution to the dog’s skin {as a spot [on][to] the
dog’s back between the shoulder blades.] [or] [from the back of the neck to a point
midway between the neck and tail.]

{End Option 1}
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CSI Master Label
June 27,2013 EPA Reg. No. 53883-GRE
Information in [ ] is optional. Page 6 of 13

{Option 2: How to open label language related to specific CRP packaging}

DIRECTIONS FOR OPENING PACKAGING:

@ Cut along soissor cul Bne to separate vt

Tury unit over and cut @ From cut corner, peel backing Remove
corner al hulb end completely off from bottom 1o top the apphcaior

{End Option 2}

[Brand Name] contains fipronil and the insect growth regulator (IGR) novaluron. {Brand
Name] effectively targets fleas and ticks. [Brand Name] features a sustained reiease formula
created to act fast and provide [long lasting] control of fleas, ticks, flea eggs, [mosquitoes] and
chewing lice for up to [1 month] {{four] {4] weeks] {30 days]] on dogs.

STORAGE AND DISPOSAL
PESTICIDE STORAGE: Do not remove tube from the pack until ready to use. Store in a cool
[below 77°F[/] (25°C)] dry place inaccessible to children and pets. Do not refrigerate. Protect
from direct sunlight.

PESTICIDE DISPOSAL AND CONTAINER HANDLING: If empty: Non-refillable
container. Do not reuse or refill this container. Offer for recycling if available. If partly filled:
Call your local solid waste agency for disposal instructions. Never place unused product down
any indoor or outdoor drain.

[LIMITATION OF WARRANTY AND LIABILITY
Read the entire direction for use, conditions of warranties and limitations of liability before using
this product. If terms are not acceptable, return the unopened product container at once. By using
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CSI Master Label
June 27, 2013 EPA Reg. No. 53883-GRE
Information in [ ] is optional. Page 7 of I3

this product, user or buyer accepts the following CONIDITIONS, DISCLAIMER OF
WARRANTIES, and LIMITATIONS OF LIABILITY.

CONDITIONS: The directions for use of this product are believed to be adequate and must be
followed carefully. However, it is impossible to eliminate all risk associated with the use of this
product. Animal injury, ineffectiveness or other unintended consequences may result because of
such factors as presence of other materials, or the manner of use or application, all of which are
beyond the control of Control Solutions, Inc. To the extent consistent with applicable law, all
such risks shall be assumed by the user or buyer.

DISCLAIMER OF WARRANTIES: To the extent consistent with applicable law, Control
Solutions, Inc. makes no other warranties, express or implied, of merchantability or of fitness for
a particular purpose or otherwise, that extend beyond the statements made on this label. No agent
of Control Seolutions, Inc. is authorized to make any warranties beyond those contained herein or
to modify the warranties contained herein. To the extent consistent with applicable law, Control
Solutions, Inc. disclaims any liability whatsoever for special, incidental or consequential
damages resulting from the use or handling of this product.

LIMITATIONS OF LIABILITY: To the extent consistent with applicable law, the exclusive
remedy of the user or buyer for any and all losses, injuries or damages resulting from the use or
handling of this product, whether in contract, warranty, tort, negligence, strict liability or
otherwise, shall not exceed the purchase price paid or at Control Solutions, Inc. election, the
replacement of product.]

[If you have questions or comments about this product, please write: CSI Consumer Response,
5903 Genoa-Red Bluff Road, Pasadena, TX 77507]

[In Case of Emergency, call: XXX-XXX-XXXX]
[For more information]

INon-Emergency, call XXX-XXX-XXXX]
{Made in USA]

{Distributed by:][Manufactured by:]
Control Sohutiens, Inc.

5903 Genoa-Red Bluff Road
Pasadena, TX 77507

EPA Reg. No. 53883-GRE
EPA Est. No, XXXXX-XX-XXX

[Look at the Label [Look at the Label icon] 6 Step [Spot-On] [Squeeze-On] [Topical] Checklist
s Read the label completely and follow directions
o  Weigh your dog
¢ Do NOT use Dog products on Cats
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e Do NOT treat with more than one pesticide product at a time
» Separate animals after treatment for at least 24 hours to avoid chance of ingestion
¢ Do NOT split tubes between Dogs [and use the ENTIRE tube contents].]

[Brand Name]

[11[2][3][41[5][6][12][24] [Month [Treatment] [Application] Tracker]

[Monthly reminder card]

[Apply [Brand Name] monthly for continuous protection against fleas, ticks, flea eggs [and]
chewing lice [and mosquitoes].]

[For year-round protection, apply [Brand Name] monthly.]

[Pet’s Name (Empty blank for owner to fill in name)]

[First][ 1%][Second][2™[ Third [[3™][Fourth][4 ™| [Fifth][ 5] [Sixth] [6"][Seventh][ 7"][Eighth][8"™][
Ninth][9®][Tenth][10"][Eleventh][11™][Twelfth][12"]

[Dose] [Treatment] [Application]

[(Empty blank for owner to fill in date}(Date: MM/DD/YY))

[Calendar stickers with brand name] [Place stickers on your calendar as a reminder to reapply
[brand name] in 30 days.]

[Monthly Application Reminder Magnet]

[Enclosed for your convenience is an application reminder magnet. Push the (reset) button to
start the clock. After 30 days the magnet will flash (and beep) reminding you to reapply [Brand
Name]. This application reminder can be used for future treatments. Just press the reset button
and in another 30 days the reminder magnet will flash (and beep)} reminding you to reapply.]

{END: TEXT THAT MAYBE FOUND ON SIDE PANELS, BACK PANEL AS SPACE
PROVIDES OR PRODUCT INSERT}

{Optional graphics below may or may neot appear anywhere on finished label}

[Flea life cycle diagram] [Flea Life Cycle]
[Sample coloring and layout may be different on final label]
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@ fleas

i

v& fleaeggs

& Adult Flea

i

* Brown Dog Tick
A Lone Star Tick
% American Dog Tick
#  chewing lice

{End optional graphics}

{TUBE/ VIAL LABEL)

{Option 1 Tube label related to CRP Option 1}

Froat Label Back Labe}
Brand Name {cat graphic with line through | KEEP OUT OF REACH OF CHILDREN
it} CAUTION: Read directions and precautions
Use only on dogs 8 weeks and older and before using. Use scissors to open.
[6.5/6%4-22}[23-441{45-88][89-132] ibs. EPA REG. No. 53883-GRE

Fipronii 9.8%, Novaluron 20.0% w/w
[0.023 11 oz (or) 0.045 11 0z (or) 0.091 fi oz (or) | [label code}
0.136 fl oz] [label code]

{End Option 1}
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EPA Reg. No. 53883-GRE
Page 10 of I3

{Option 2 Blister pack label related to CRP Option 2}

{START — BLISTER PACK INFORMATION}

Front Label

Back Label

Brand Name {cat graphic witlt line threugh
it}

Use only on dogs 8 weeks and older and
[6.5/6'4-22][23-44][45-88]{89-132] ibs.

Fipronil 9.8%, Novaluron 20.0% w/w

[0.023 11 oz (or) 0.045 fl oz (or) 0.091 fl 0z (or)
0.136 f oz] [label code]}

KEEP OUT OF REACH OF CHILDREN
CAUTION: Read directions and precautions

before using.
EPA REG. No. 53883-GRE

[label code]

{End Option 2}
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June 27, 2013 EPA Reg. No. 53883-GRE

CSI Master Label

Information in [ ] is optional. Page 11 of 13

{OPTIONAL MARKETING LANGUAGE THAT MAY BE FOUND ON ANY PANEL
OR INSERT OF THE LABEL OR PACKAGING}

[Fleas]

[* Research demonstrates that [brand name] kills adult fleas and fiea eggs for up to one
month]

[+ [Brand Name] prevents development of fleas for up to one month]

[« Prevents adult fleas and flea eggs)

[+ If dog is a high risk for flea reinfestation, a once a month application is needed]

[+ Kills flea eggs for up to | month]

[+ With Novaluron Insect Growth Regulator which Breaks the Flea Life Cycle]

[« With Novaluron to Break Flea Life Cycle]

[+ With Insect Growth Regulator to Break Flea Life Cycle]

[+ Dual Action [!}:Fipronil with Novaluron 1GR Effectively Breaks the Flea Life Cycle]
[+ Dual Action [!]: Effectively Breaks the Flea Life Cycle[!]]

[+ Kills Fleas Up to [4 weeks][1 month][30 days]!]

[+ Prevents Flea Eggs From Developing Into Biting Adults]

[+ Breaks the flea life cycle]

[+ Effectively kills adult fleas and flea eggs]

[+ Kills adult fleas [for up to three monthsl}

[+ Kills newly emerged adult fleas before they lay eggs]

[« Kills adult fleas, which may cause [flea allergy dermatitis] [and][or] [flea bite anemia]]
[* Kills Fleas]

[+ Kills Flea Eggs]

[Ticks]

[+ Kills Ticks]

[* Kills ticks including those that may transmit Lyme disease]

[+ Kills Ticks for Up to [4 weeks][1 month][30 days]i]*

[* Kills [all stages of] deer ticks [(which may be a vector of Lyme disease)][(including
those that may transmit Lyme disease)] for up to [4 weeks][1 month][30 days]]

[+ Kills all stages of deer ticks]

[« Kills Ticks (including deer ticks) for up to [4 weeks][1 meonth][30 days]]

[+ Kills [brown [dog ticks],] [American [dog ticks],] [and] lone star [ticks]] [dog ticks]
[and] [deer ticks] [(Rhipicephalus sanguineus)] [for up to [4 weeks] [ | month][30 days]]]
[+ Kills American dog ticks [(Dermacentor variabilis)) for up to [4 weeks][1 month][30
days!]

[+ Kills ticks that may transmit Lyme disease, Rocky Mountain spotted fever,
ehrlichiosis, babesiosis, and anaplasmosis]

{Mosqaitoes]

[+ Kills mosquitoes) [within 24 hours for up to 7 days) [and] [within 48 hours for up to 28
days]
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[Multipie Pests]

[* Flea & Tick Control for Dogs & Puppies 8§ weeks old and older]

[« Kills fieas, fiea eggs, ticks, chewing lice [& mosquitoes][for up to 4 weeks][30 days] !
month]]

[* Controls fiea reinfestation for up to [4 weeks][four weeks][one month]]

[+ Kills fleas, ticks, [mosquitoes,] chewing lice and flea eggs][for up to] [ month][30
days][4 weeks]]

[+ Monthly flea, tick, [mosquite], chewing lice, and flea egg protection]

[+ Monthly flea, tick, [mosquito] and chewing lice protection]

[+ Kills fieas, ticks, [mosquitoes], flea eggs and chewing lice]

[+ [Six] [6] [S][Five] Way Protection [Kills fleas, ticks, [mosquitoes], [mites], chewing
lice and fiea eggs]]

* [5] [Five] [Four][4] Way Protection! Kills fleas, ticks, [mosquitoes], chewing lice,
and] [&] fiea eggs]

* [4 Week] [ month][30 day][Flea and Tick [Treatment]{Application]]

* [Four (4) Week] [Flea, Tick, [Mosquito,] [flea egg,] and chewing lice control]

*» 4 week Flea and Tick Treatment!]

[* Once A Month Flea and Tick [Treatment][ A pplication]]

[+ Kills Fleas and Ticks for up to 4 weeks!]

[* When used monthly [brand name] completely breaks the flea life cycle and controls
tick and chewing lice infestations.]

[+ Use [Brand Name] monthly to control fleas, ticks, [mosquitoes], flea eggs [and
chewing lice]]

[+ Kills Fleas, Ticks & Flea Eggs for up to 4 Weeks]

[
[
[
[
[

[Other]

[+ Only for Dogs and Puppies 8 weeks of age or older]

[* Can only be used on puppies 8 weeks of age and older]

[* Formulated for Dogs and Puppies 8 weeks of age or older]

[+ Only for Dogs [6.5/6%2-22 1bs], [23-44 Ibs], [45-88 Ibs], [89-132 Ibs]
[+ Fast Acting]

[* Long Lasting]

[* Once a month treatment]

[* Convenient and simple spot treatment]

[* Convenient spot treatment)]

[+ A once monthly application is required for chewing lice]

[+ Rapidly eliminates infestations of chewing lice]

[+ Rapid elimination of chewing lice infestation[s]]

[+ Kills chewing lice][and aids in the control of mites that may cause sarcoptic mange]
[«

[¢

[«

Aids in Control of Sarcoptic Mange]

Controls mites that cause sarcoptic mange]

[X] Applications {for cartons with [X] applicators}] and/or [[X] Month Supply] or [[X]
Week Supply]
[+ Best if used year round!]
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[* For year-round protection, apply [Brand Name] monthly]

[+ (ICON Showing 4 Week Protection)]

[* 4 Week Dose!]

[* 1 Month Dose!]

[+ 30 Day Dose!]

[+ Easy to Use [Application]]

[+ Formulated for Dogs and Puppies over 8 weeks of age]

[* Patented Technology]

[+ Apply once every [4 weeks][month][30 days]!]

[» Repeat application [may][can] be made every four weeks.]

[+ Apply monthly]

[* Fipronil {9.8%) + Novaluron {20.0%)]

[+ Prevents and controls reinfestation[s] of listed pests [for 4 weeks] [for 1 month][for 30
days]]

[+ Stops existing infestations of listed pests]

[* Prevents [establishment of additional infestation] [infestation of listed pests] [for] [1
month][4 weeks][30 days]]

[+ Lift here for more information]

[+ [One Application][Two Applications][Three Applications}[Four Applications][Five
Applications][Six Applications][Twelve Applications][Twenty-Four Applications] and/or
[I Month Supply][2 Month Supply][3 Month Supply][4 Month Supply][5Month
Supply][6 Month Supply][12 Month Supply][24 Month Supply] or [4 Week Supply][8
Week Supply][12 Week Supply][16 Week Supply][Twenty Week Supply][24 Week
Supply][48 Week Supply][52 Week Supply][104 Week Supply]]

[+ [1J[2)[3][4)[5][6][12][24] Applications]

[+ Contains Fipronil[,] [-]the [same] active ingredient used in Frontline® brand
products*]

[* Contains Fipronil[,] [-]the [same] active ingredient used in the leading competitive
brand[s]]

[* *[Brand Name] is not manufactured by or distributed by Merial. Frontline® is a
registered trademark of Merial.]

[+ [Brand Name] is a trademark of [Company Name]]
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Hebert, John

From: Metzger, Autumn
Sent: Tuesday, June 18, 2013 9:39 PM
‘To: “James Messina '
Cc: Anne Turnbough (aturnbough@ControlSolutionsinc.com); Hebert, John; Terry McNamara
Subject: RE: C8! Pending Action
Hi James,

After consultation with the PERC (efficacy review team), it has been decided that the rationale for the control issue was
not strong enough as we have seen other studies showing much better control resuits. The current efficacy review and
its recommendations still stands, with the exception of the few points we okayed in a later email.

Please go ahead and make all necessary revisions to the label and have back to me by the end of this week so we can
ensure completion by the PRIA date, which is next Friday.

Thanks for all the supporting materials and discussions.
Autumn

Erom: James Messina [mailtcimessina@exponent.com]
Sent: Thursday, June 13, 2013 11:34 AM

To: Metzger, Autumn
Cc: Anne Turnbough {&turnbough@ControlSolutionsinc.com); Hebert, John; Terry McNamara

Subject: RE: CSI Pending Action
Dear Autumn,

Thanks for the update, | am actually glad to hear you were able to enjoy your vacation. These days it is a hard thing t¢ do
with all of the technology.

Please let us know when you receive feedback from the PERC team on the efficacy part.

We reviewed EPA’s response below related to the minimum weight based upon the submitted CASS data, and we are a
bit confused with TRB's response, Study MRID 48843210 meets the OCSPP guideline requirements (870.7200) for the
CASS testing, and has been reviewed and accepted to support use on dogs and puppies 8 weeks of age and older. This
study does have 6 puppies per dose group, and not 18, nor 12, nor 14, etc., so taking the mean from the lowest weight 4
females and 4 males is not possible. Previously the minimum weight was recommended as 7 |bs based upon the mean
weight of all six SX puppies being 6.26 ibs, which was then rcunded up to 7 Ibs. As previously related, because the study
demonstrated a safety margin of at least SX with puppies having a mean weight of 6.25 Ib, there is no need nor reason
to round up to 7 Ibs. Ata minimum we believe that the fow weight should be 6.3 pounds {no rounding as there is
sufficient conservatism in the Sx data). If the Agency believes it has to round the minimum weight then we believe it
should be 6.5 pounds. We are aware of several spot-on labels that have ¥ pound increments on the EPA stamp

approved label.

We welcome the opportunity to discuss this issue with you or Byron. Please let us know who is the best person to
contact to discuss it in more detail. Many thanks.

Best Regards,

James Messina



Exponehl
202.772.4932 office
301.808.1181 mobile

From: Metzger, Autumn [mailto;Metzger Avtumn&epa.gov]

Sent: Tuesday, June 11, 2013 3:34 PM

To: James Messina

Cc: Anne Turnbough (aturnbough@ControlSelutionsinc.com); Hebert, John
Subject; RE; CSI Pending Action

Hi James,

f did not end up having access to my email last week, but that made not working during my vacation easier €. The PERC
team is still reviewing the efficacy portion but lw wili work on it s0 we can know soon and move farward,

As for the minimum weight question, the response from TRB is that MRID 48843210 utilized only 6 {3M & 3F) puppies
per dosage group. We couid recansider if there were 10 ar more puppies/group {taking the mean of the 4 least weight
males and 4 least weight females in the 5X group), but this isn‘t the situation here.

Auturmn

From: James Messina [mailto;imessina@exponent.com]
Sent: Monday, June 10, 2013 3:34 PM

To: Metzger, Autumn

Cc: Anne Turnbough (aturnbough@ControlSolutionsine.com)
Subject: CSI Pending Action

Autumn,

I wanted to check-in with you to see if the Agency has any questions on the information we submitted on the CSi
Fipranil + Novaluron Spot-on for Dogs pending application? Qur understanding is that we are holding with any additional
label revisions until we hear back from you, Can you please canfirm?

Many thanks.

Best Regards,

James Messina

Principal Regulatory Consultant

Exponent

Center for Chemical Reguiation and Food Safety
1150 Connecticut Avenue, N.W.

Suite 1100

Washington, DC 20036

202-772-4932

202-772-4970 fax

301-908-1181 cell

CONFIDENTIALITY NOTICE: This electronic transmission {including any fifes attached hereto) may contain information
that is privileged, confidential and protected from disclosure. The information is intended only for the use of the individual
or entity named above and is subject to any confidentiality agreements with such party. If the reader of this message is
not the intended recipient or any employee or agent responsible for delivering the message to the intended recipient, you
are herehy notified that any disclosure, dissemination, copying, distribution, or the taking of any action in reliance on the
contents of this confidentiaf information is strictly prohibited. If you have received this communication in error, please
destroy it immediately and notify the sender by telephone. Thank you
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S S PNTTED STATES ENVIRONMENTAL PROTECTION AGENCY
' | WASHINGTON, LC. 20460

P O CHTEAMIUAL SAVETY
AP YO PIEEVIENTION

THADOK OHF PRSMICIDE PROGRANMS
REGISTIA YIS VIR j7511)y

April 16,2013

MEMORANDUM:
Subject: Name of Pesticide Product: CSI FIPRONIL + NOVALURON SPOT-ON FOR
DOGS
EPA Reg. No. /File Symbol: 53883-GRE
DP Barcode: DP 404003
Decision No.: 465891
Action Code: R260
PC Codes: 124002 (Novaluron: 20%)
129121 {(Fipronil: 9.8%)
From: Byron T. Backus, Ph.D., Toxicologist G /f 8 “"da:,;
Technical Review Branch b Bt (& t°
Registration Division (7505P) r MZ ds 5 /"'r(: X
To: Autumn Metzger/John Hebert RM 07 goe
Insecticide-Rodenticide Branch
Registration Division (7505P)
Registrant:  CONTROL SOLUTIONS, INC.
FORMULATION FROM LABEL:
Active Ingredient(s}: by wt.
129121 Fipronil 9.8%
124002 Novaluron 20.0%
Qther Ingredients: 70.2%
TOTAL 100.0%

ACTION REQUESTED: “This product is a new spot-on with the combination of Fipronil +
Novaluron. This is a new use for Novaluron (as far as spot-ons are concerned)... With this
application I have enclosed: the cover letter with transmittal sheet, the data matrix (your studies
highlighted}...”

1
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BACKGROUND: The material received by TRB includes a cover letter {(dated June 6, 2012},
five CSFs {one basic, four alternate, all dated June 6, 2012), a label, a data matrix (which
indicates 2 new companion animal animal safety study ~ in MRID 48843210 ~ has becn
submitted in addition to citations ~ MRIDs 43121110,43121111,43444905,43577711 and
43863802 — to previously submitted studies).

COMMENTS AND RECOMMENDATIONS:

. The primary review for the companion animal safety study in MR1D 48843210 (adult dogs
and puppies) was conducted by TRB.

2. The following is the executive summary for the study in MRID 48843210;

In a companion animal safety study (MRID 48843210), groups consisting of three 8-week-
old (1 day) puppies and three adult (>10 months old) beagles/sex (total of 12 dogs/group)
were treated on Day 0 with either three 1X applications of formulation (Group A): five 1X
applications of formulation (Group B) or five 1X applications of placebo control substance
(Group C}. A 1X application of formulation consisted of 0.67 mL for dogs weighing £ 10
kg and 1.34 mL for dogs >10 kg. A 1X application of placebo control was 0.47 mL for dogs
< 10 kg and 0.94 mL for dogs >10 kg [although not stated in the report, it was confirmed on
April 9, 2013 by the registrant’s representative that ECS-28-99-2 is the formulated product

minus the active ingredients; this 1s consistent with dosage given as the nominal percentage
of other ingredients is 70.2%, and 0.702 x 0.67 mL (for dogs = < 10 kg) 0.47 mi. and 0.702 x
1.34 mL (for dogs > 10 kg) = 0.94 mL]). Applications were spaced one hour apart.

The test or placebo control material was applied directly to the skin on the dorsal midline
from the base of the skull to the interscapular region. Dogs were treated on day ¢ and
observed through day 14.

Puppies and adult dogs were observed twice daily (generally AM and PM). Post-application
clinical observations included seizure activity in a Group A (3X) male puppy on day 11,
described [p. 22 of MRID 488432107 as a “self-limited episode...that did not require medical
intervention.” Also from p. 22: “As this self-limited event occurred only once 11 days after
trecatment in a 3X puppy, and no other animals, including all the 53X animals did not
experience this, it was judged to not be treatment-related.” The only other mention of this
event is in Table 3 on p. 72 of MRID 48843210, where the seizure [described as “moderate”]
is reported for day 11. Other observations included gastrointestinal findings (primarily loose
feces and diarrhea [including one incident of bloody diarrhea in a 3X control animal on day
11] with occasional incidents of vomiting), discharge from one or both eyes, irritation in one
or both ears (occurring only in adults of all groups, appearing 4-5 days after treatment, often
persisting through day 14), and flaking of the skin at the application site without underlying
redness or other signs of inflammation.
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There were no treatment-related effects on mortality, body weight, hematology, coagulation
or clinical chemistry parameters. Mean group food consumption values for puppies were
slightly lower on Day -1, possibly associated with the stress of being weighed. There was no
indication of an effect on day 0 (day of application} or on subsequent days. For the adult
dogs, group mean food consumption values were noticeably lower on day 0 (the day of
application}), and this was more pronounced in females but was consistent across all 3 groups.
This may have been associated with the stress (exeitement?) from the interaction with
personnel during dosing, but in any case food consumption values returned to normal on day
1 so that even if this was considered to be an adverse effect it was transient.

We can aceept the laboratory’s conclusions regarding seizure activity in a Group A
male puppy on day 11 as not being treatment-related. It is concluded that the margin
of safety in adult and 8-week-old beagles administered Dog Spot-On ECS-28-99-1 is at
least 5X the recommended dosing volumes of 0.67 mL for dogs and puppies < 10 kg and
1.34 mL for dogs >10 kg and < 20 kg. The study also supports dosages of 2.68 mL for
dogs >20 kg and £ 40 kg, and 4.02 mi for dogs >40 kg and < 60 kg. Since the mean
weight of the 5X (Group B) puppies was 2.84 £ 0.28 kg (=6.26 £ 0.62 lbs) the data will
support use on dogs and puppies (8 weeks and older) with a minimum weight of 7 |bs
which must be declared on the label.

This companion animal safety study in adult dogs is Acceptable and does satisfy the
guideline requirement for a companion animal safety study (OQCSPP 870.7200) in adult dogs
and puppies {(weighing >7 1bs) with once-a-month treatment and dosage rates of 0.67 1L for
7-22 lbs, 1.34 mL for 23-44 |bs, 2.68 mL for 45-88 lbs, and 4.02 mlL. for 89-132 Ibs.
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-
EFPA Primary Reviewer: Byron T. Backus, Ph.D. Signature: g L - B el

Technical Review Branch, Registration Division (7505P) Date: _A g;f L \e, vend
EPA Secondary Reviewer: Masih Hashim, DVM Signature: ;v/ C‘{-’ {2/}&/
Technical Review Branch, Registration Division (75059) Date: V Hb '&

Template version 02/06

DATA EVALUATION RECORD |

STUDY TYPE: Companion Animal Safety Study - Adult and Juvenile Dogs; OCSPP 870.7200

PC CODES: 129121, 124002 DP BARCODE: 404003

TEST MATERIAL (PURITY): Dog Spot-On ECS-28-99-1; Lot No. ECS-28-99-1; Nominal
composition: Fipronil 9.8%; Novaluron 20%; Analytical composition {average of 4 analyses):
Fipronil 10.0%; Novaluron 20.6%. Described as a low viscosity clear liquid with a dull solvent
odor,

SYNONYMS: CSI Fipronil + Novaluron Spot-On for Dogs

CITATIONS: Madsen, T. (2012) General Safety Evaluation of Fipronil-Novaluron Spot-On in
8-Weck-0ld Puppies and Adult Dogs: Final Report. Project Number:
S11227/0CR. Unpublished study prepared by Sinclair Research Center, Inc.
142p. MRID 48843210.

SPONSOR:  Control Solutions, Pasadena, TX

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 48843210), groups
consisting of three 8-week-old (1 day} puppies and three adult (>10 months old) beagles/sex
(total of 12 dogs/group) were treated on Day 0 with cither three 1X applications ol formulation
{Group A): five 1 X applications of formulation (Group B) or five 1X applications of placebo
control substance (Group C). A 1X application of formulation consisted of 0.67 mL for dogs
weighing < 10 kg and 1.34 mL for dogs >10 kg. A 1X application of placebo control was 0.47
mlL, for dogs < 10 kg and 0.94 ml for dogs >10 kg {although not stated in the report, it was
confirmed on April 9, 2013 by the registrant’s representative that ECS-28-99-2 is the formulated
product minus the active ingredients; this is consistent with dosage given as the nominal
percentage of other ingredients is 70.2%, and 0.702 x 0.67 ml. (for dogs =< 10 kg) 0.47 mL and
0.702 x 1.34 mL (for dogs > 10 kg) = 0.94 m1.]. Applications were spaced one hour apart.

The test or placebo control material was applied directly to the skin on the dorsal midline from
the base of the skull to the interscapular region. Dogs were treated on day 0 and observed
through day 14.

43



Puppies and adult dogs were observed twice daily (generally AM and PM). Post-application
clinical observations included seizure activity in d Group A (3X) male puppy on day 11,
described [p. 22 of MRID 488432107 as a “self-limited episode...that did not require medical
intervention.” Also from p. 22: “As this self-limited event occurred only once 11 days alter
treatment in a 3X puppy, and no other animals, including all the 5X animals did not experience
this, it was judged to not be treatment-related.” The only other mention of this event is in Table 3
on p. 72 of MRI1D 48843210, where the seizure [described as “moderate™} is reported forday 11.
Other observations included gastrointestinal findings (primarily loose feces and diarrhea
[including one incident of bloody diarrhea in a2 5X control animal on day | 1} with occasional
incidents of vomiting), discharge from one or both eyes, irritation in one or both ears (occurring
only in adults of all groups, appearing 4-5 days after treatment, often persisting through day 14),
and flaking of the skin at the application site without underlying redness or other signs of
inflammation.

There were no treatment-related effects on mortality, body weight, hematology, coagulation or
clinical chemistry parameters. Mean group food consumption values for puppies were slightly
lower on Day -1, possibly associated with the stress of being weighed. There was no indication
of an effect on day 0 {day of application} or on subsequent days. For the adult dogs, group mean
food consumption values were noticeably lower on day O (the day of application), and this was
more pronounced in females but was consistent across all 3 groups. This may have been
associated with the stress (excitement?) from the interaction with personnel during dosing, but in
any case food consumption values returned to normal on day 1 so that even if this was
considered to be an adverse effect it was transient,

We can accept the laboratory’s conclusions regarding seizure activity in a Group A male
puppy en day 11 as not being freatment-rclated. It is concluded that the margin of safety
in adult and 8-week-old beagles administered Dog Spot-On ECS-28-99-1 is at least 53X the
recommended dosing volumes of 0.67 mL for dogs and puppics < 10 kg and 1.34 mL for
dogs >10 kg. <20 kg. The study also supports dosages of 2.68 mL for dogs >20 kg and £ 46
kg, and 4.02 mL for dogs >40 kg and < 60 kg. Since the mean weight of the 5X (Group B)
puppies was 2.84 + 0.28 kg (=6.26 & 0.62 Ibs) the data will support usc on dogs and puppies
(8 weeks and older) with a minimum weight of 7 Ibs which must be declared on the label.

This companion animal safety study in adult dogs is Acceptable and does satisfy the guideline
requirement for a companion animal safety study (QCSPP 870.7200) in adult dogs and puppies
{weighing >7 1bs) with once-a-month treatment and dosage rates of 0.67 mL for 7-22 lbs, 1.34
mL for 23-44 lbs, 2.68 mL for 45-88 lbs, and 4.02 mL for §9-132 lbs.

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality
statements were provided.
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MATERIALS AND METHODS

A. MATERIALS:

1.

Test material:
BDescription:
Lot No:
Purily:

Cnampound Stability:

CAS Nos:

Placebe control:

Drescription:

Lot Nos:
Purity:

Compound Stability:

CAS #:

Dog Spot-On ECS-28-99-1

l.ow viscosity clear liguid with a dull solvent odnr

ECS-28-99-1

Fipronil: 10.0% (102.0% of 1abel claim) and Novaluron; 20,6% (103.0% of label claim)
Expiration date: Januvary 13, 2014; ambient storage conditions

120068-37-3 (Fipronily und 116714 (Novaluron)

Dog Spot-On Blank ECS-28-99-2

Liguid; according to information provided o this reviewer on April . 2013 {from the
registrant’s representative this was the fornulated product less (he nctive ingredients.

ECS-28-99-2

Mol provided
Expiratian date: Janmary 13, 2014; amhicnt siorage conditinns

Nol provided

Vehicle and/or positive control: Although not stated in the report, it was confirmed on
April 9, 2013 by the registrant’s representative that ECS-28-99-2 is the formulated product
minus the active ingredients; this ts consistent with the dosage gtven as the norminal
percentage of other ingredients 1s 70.2%, and 0.702 x 0.67 mL (for dogs < 10 kg) = 0.47 mL
and 0.702 x 1.34 mL (for dogs > 10 kg) = 0.94 mL.

4. Test animals:

Species:
Breed:

Age/weight at study
initiation:

Source:
Housing:
Piet:
Water:

Environmental
conditions:

Acclimation periods

Dog

Beagle

Puppies: 55-57 days old at treatment (day 0); minles: 2,.589-3.376 kg (5.71.7.443 lbs),
females; 2,262-2.886 kg (4.937-6.362 1bs}

Adult dogs: 11.3-13.8 months old at treatnient (day 0): males: 8.61-12.66 kg (18.98-27.91
1bs): females: 7.91-%.59 kg (17.44-21.14 1bs)

Ridglan Farms, Mount 1loreb, W

Puppies (Irom day -7 to the end of study): individually in stainless stcel pens (=3 G x 5 i)

Adult dogs: individually in chain-link fence and frame pens (~3.4 fi x 5.5 fi)

Puppics: commereial dry Toed (Purina® Puppy Chow): 300 gmms/puppy/day lrom day -7.

Adult dogs: commercial dry food (Purina® Dog Chow);, 250 grams/dng/day Trom day -14.

Water from an un-site decp well, available ad Fbinum. Available in a water bow! for puppies
and a stainless steel Lixit for adult dogs.

Temperalure: Puppics: 69.3-72.3° F; Adult dogs: 62.3-80.0° F.

Huniidity: Puppies: 18-85% Aduli dngs: 15-102.9%

Air changes: “Appropriate huurly air exehanges.”

Photoperiod: 12 howrs light/12 hours dark

14 days
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B. STUDY DESIGN:

1. Im life dates: Start of acclimation {(Day -14): January 23, 2012; Start (Day 0): February 7,
2012; End (Day 14): February 21, 2012.

2. Animal assignment: The study design is given in Table 1. From p. 12 of MRID 48843210:
“On Day -1, puppies and adult dogs meeting the mnclusion criteria... were randomized to
treatment groups, based on the most recent body weight determinations {day -1}, using
Microsoft Excel® (Version 2003) random function. Within each age group and gender, the
puppies/dogs were ranked by body weight in ascension and assigned to blocks, three (3)
puppies/dogs per block. Thus, the three (3) lightest puppies/dogs were in “Block 1,” the next
three (3) puppies/dogs were in “Block 2,7 ete., until all puppies/dogs were assigned to a
block. Within each block, each puppy/dog was assigned a random number generated using
the RAND function. The first three puppies/dogs (within “Block 1'") were assigned to
Groups 1 through 3 with the lowest random number puppy/dog assigned to Group |, the next
highest random number assigned to Group 2, ete. This procedure was repeated for all
remaining puppies/dogs within each successive block until each puppy/dog was assigned to a
treatment group. Then, a single factor ANOVA (in Excel} was conducted with an alpha
across treatment groups for body weight.”

TABLE I: Study design
. Cumulative Numbers of Animals Assigned
Volume Males |[Femalesi Males | Females
A GX) | Fipronile | Puppies: 0.67mL | 3 (at I-hour | Puppics: 2.01 ml. 3 3 3 3
Novaluron| Aduli dogs: 0.67 o | iniervals) Adult dogs: 2'.9' or
$pot-on 134 mlL*® 4.02 ml.
B (5X) | Fipronil- { IMmppies: 0.67 mL | 5 (a1 I-hour Puppies: 3.35 ml. 3 3 3 3
Novaluron | Adult dogs: 0.67 intervals) Adultdogs. 335 or
Spot-on | mlor .34 mL® 670 ml. ¢
C(5X) i Placeby Puppies: 647 ml | 5 (al I-hour Puppies: 2.35 ml. 3 3 3 3
Conlrol | Adub dogs: 0,47 intervals) | Adul dogs: 2.35 mL
ml or 8.94 mL ¢ ur 4.70 ml. ¢

L =T N - A 2

Dala 1aken fron p. 17, MRID 48843210,

0.67 mL lor puppies and adult dogy < 10 kg {all puppics weighed < 10 kg); 1.34 ml. for adult dogs > 10 kg
2.01 mL for puppiey and adult dogs < {1 kg {all puppies weighed = 10 kg): 4.02 ml, for adul dogs > 16 kg
3.35 niL. lor puppies and adult dogs < 10 ke (all puppies weighed < 10 kg): 6.70 L Tor adull dogs > 10 kg
0.47 ml. for puppies and adult dogs < 10 kg {(all puppics weighed < 14 kg): 0.94 ml. for adult dogs > 10kg
2.35 ml. for puppies and adult dogs < 10 kg (all puppies weighed < 10 kg); 4.70 mL for adult dogs > 10 kg

Dose selection rationale: From p. 18 of MRID 48843210: “Dose selectious were provided
by the Sponsor based on previous testing.” The dosages are consistent with thosc given on

7
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the proposed label {dogs & puppies [8 weeks or older] up to 22 1bs: 0.67 mL; dogs 23-44 lbs:
1.34 mL.; dogs 45-88 lbs: 2.68 mL; dogs §9-132 lbs: 4.02 mL).

4. Treatment: From information on p. 59 of MRID 48843210 the placebo control or test
material, as appropriate, was applied topically on day 0 from either a calibrated syringe or
pipette. The application was *...directly to the skin on the dorsal midline from the base of
the skull to the interscapular region.” The application directions on the proposed label state:
“Squeeze tube frmly to apply all of the solution to the dog’s skin [as a spot [on][to] the dog’s
back between the shoulder blades.}[or][{from the back of the neck to a point midway between
the neck and tail.]” The directions to apply from the back of the neck to a point midway
between the neck and tail [as a “stripe-on?] do not appear to be consistent with how the test
material was applied in this study, particularly as there 1s the possibility that the dog could
lick the region of its back midway between the neck and tail.

5. Statistics: From p. 123-124 of MRID 48843210:

Treatment was adminstered individually to each animal. The experimental nmit was defined as
the individual animal.

Data continuous n natur e and collected over time were analyzed by RMANCOVA appropriate
for a repeated measures experiment using the MINED procedurs of SAS. A compound
symmetric structure was assimed for the covariance matrix given only 2 timepoints post-
treatment were o be evaluated. Daily food consumption was condensed to weekly food
consumption. Pre-treatment values were included as the covariate. The model included the main
effects of "treatment group”, "age group”, "gender” and "time"; the two-way interactions
“treatrent group ¥ age group”, "reatment group * gender®, "treatment group by time”, "age
group * gender”, "age group * time" and "geuder * time"; the three-way interactions " treatment
group * age group * gender”, ™ treatinent group * age group * time", ¥ treatment group ¥ gender
* time" and " age group * gender * time”™; and the four-way interaction "freatment group * age
group * gender * time", If the four-way interaction was statistically significant (P <0.05), no
further hypothesis testing was conducted given the small sample size. H the four-way interaction
was not significant, and any of three-way interactions “freatment group * age group * gender”,
“treatment group * age group * time" or "treatment group * gender * time" were statistically
significant (P < 0.05), no further hypothesis testing was conducted given the small sample size.
Two-way interactions not involved in significant three-way interactions were assessed at

P < (L05, Iftwo-way interactions involving treatment group were significant, the treatment
group effects within age group and/or gender snd/or time were assessed. Linear contrasts
comparing the placebo to the 3X and placebo to the 3X groups were evaluated using an
unadjusted alpha = 0.05, If none of the interactions were significant (P > 0.05), the main effect
of treatment group was evaluated. If the main effect of treatment group was significant

(P < 0.05), linear contrasts comparing the placebo to the 3X and placebo to the 5X groups wers
evaluated using an unadjusted alpha = 0.05. If the P.value for any interaction was greater than
0.23, the interaction was dropped trom the model.
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Treatnent was admutistered individuatly to each animal. The experimental unit was defined as
the individual animal.

Data continuous in nature and collected over time were analyzed by RMANCOVA appropriate
for a repeated measures experiment using the MINED procedure of SAS. A compound
symmetric structure was assumed for the covariance matrix given only 2 timepoints post-
treatment were to be evaluated. Daily foed consumption was condensed to weekly food
consumption. Pre-treatment values were included as the covaniate. The model included the main
effects of "treatment group”, "age group”, "gender" and "time"; the two-way interactions
“treatizent group * age group", "treatnent group * gender”, "treatment group by time”, "age
group * gender", "age group * time" and "gender * time"; the three-way interactions " treatment
group * age group * gender”, " treatment group * age group * thme", " treatment group ¥ gender
* time" and " age group * gender * time”; and the four.way interaction "treatment group * age
group * gender * time". If the four-way interaction was statistically significant (P < 0.05), no
further hypothesis testing was conducted given the small sample size. If the four-way interaction
was not significant, and any of three-way interactions "treatment group * age group * gender",
"treatment group * age group * time" or "treatment group * gender * time* were statistically
significant (P < 6.05}, no further hypothesis testing was conducted given the small sample size.
Two-way interactions not involved in significant three-way interactions were assessed at

P < 0.05. Iftwo-way interactions invelving treatment group were significant, the treatment
group effects within age group and/or gender and/or time were assessed. Linear contrasts
coniparing the placebo to the 3X and placebo to the SX groups were ¢valuated nsing an
unadjusted alpha = 0.05. If none of the interactions were significant (P > §,035), the main effect
of freatment group was evaluated. If the main sffect of treatment group was significant

(P < 0.05), Linear contrasts comparing the placebo to the 3X and placebo to the 53X groups were
evaluated using an unadjusted alpha = 0.05, If the P-value for any interaction was greater than
0.235, the interaction was dropped fom the model.

C. METHODS:
1. Observations:

a. General health ebservatiens: The animals were observed at least twice daily (typically AM
and PM),

b. Clinical observations: These were initiated on day 0 at pre-dose and at 1, 2, 3 and 4 hours
post-treatment of the final subapplication. After day 0, observations were made twice daily
through the study termination.

Personnel responsibie for clinical observations were blinded to treatment assignments.

¢. Physical examinatiens: All animals received physical examinations from a veterinarian on
days -7’7 and 14.

2. Bodyv weights: Body weights were determincd on days -14, -1, 7 and 14.

r——————— L
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3. Food eensumption: Individual food consumption values were measured and recorded daily.
For puppies, this was {from day -7 through day 13; for the adult dogs this was from day -14
through day 13.

4. Clinical pathology: Ondays -7, 1, and 7, blood was collected for hematology, clinical
chemistry, and coagulation measurements. Puppies were not fasted before blood was taken;
adult dogs were fasted for an unspecified period of time before blood was collected. The
CHECKED parameters were measured:

a. Hematology and coagulation:

X | Hematocrit (HCT)* X | Leukocyle differential count® (absolute and percentage)
X | Hemoglobin {IGB* X i Mcan corpuscular I1GB (MCIH)*
X | Leukoeyte coumit (WBC)* X i Mean corpuse, HGB cone. (MCHC)*
X | Erythrocyte count (RBO)* X | Mean corpuse, volume (MCY)¥
X | Plalcl count Reticulocyte count {percent and absolutc)
Blood clottiug measuremenlts Morphology (RBC)
X {Activated Panial Thromboplastin time)* Heinz body formation {perecut and absolute)
{Clotting 1ime) Red cell dislribution width (RDW)
X (Prothrombin time)* Flemoglobin distribution width (HIDW)
Fibrinogen

* Recommended for companion animals safety evaluaiion based on QCSPP 870.7200

b. Clinical chemistry:

ELECTROLYTES OTUHER
X Calcium* X | Albumin*
X | Chloride* X | Creatinine®
Mugnesinm X | Ureanitrogen (BUN)*
X | Phosphorus* Cholesterol
X | Potassiuin* X i Globulins*
X | Sodiumn* X 1 Glucose*
ENZYMES X {Total bilirabin*
X | Alkaline phosphatase (ALK)* X | Dircet bilirubin®
Cholivesterase (ChE) Indirect bilirabin
Crcatinc phosphokinase X | Towl protein (TP)*
Luctic acid dehydrogenase (LDH) Triglycerides
X | Alanine aminotransferyse (AL T/also SGPT)* Scrum protein clecirophoresis
X | Aspartate aminotransferase (AST/also SGOT)* X | Albumin/globulin ratio
Sorbito! dehydrogenase (SDIT)
X i Gamma gluiamy! ransferase (GGT)
Glutamaie dehydrogenase

* Recommendet! for a companion animal safety evaluation bascd on QCSEPP 870,7200.

5. Urinalysis: Urinalysis is not required for companion animal safety studies and was not done
as part of the current study.

10
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6. Sacrifice and pathology: There were no deaths or moribund sacrifices during the study.

Terminal sacrifices and gross necropsies were not done and are not required under OCSPP

870.7200.

II. RESULTS

A. ACTUAL DOSES ADMINISTERED: The mg/kg doses of the active ingredients are given
in Tables 2a and 2b, below:

Cumulintive Cormula Cumulai Dose ra | Mem D
unmuiative umulalive Mean serange of | Mean Dose
Test Tesl a{ﬁzl?{fn?{or)- Dose of Dose of P’u?py Puppy Fipronil of Fipronil
Group Malerial { mL=1 05288 Fipronil Novaluron m‘;c;%il ) weight Novaluron) | (Novaleron)
(im " (mg)puppy | (mg)/puppy seinE (kg) mg/kg me/kg
A(3X) | Fiproni- | 2.128 g/puppy 2085 425.6 2.262- 2.753 64.1-92,2 75.7
Novaluron 3.254 130.8-7188.2) (154.5)
Spotl-on
B (5X) | Fipronil- | 3.547 g/puppy 347.6 709 .4 2.424- 2.841 106.8-143.4 1224
Novaluron 3.254 (218.0-292.70 1 £249.7)
Spot-on
C{5X) i Piocebo 2,488 g/puppy 0] G 2.262- 2.796 0 {
Control 3376 ) (0
TABLE 2b: mgikg doses of the aetive ingredients {adult dogs)
Cumnilative |
Dase of For- Curnulative | Cnmulative Mean Dom Dose range ol | Mean Dose
Test Test 1t Dose ol Doseof | Pog weight | oor 05 Fipront of Fiprontl
Matorial niulatian (g) Fi t Noval e (o weight Now Neval
Group | Maleria | ml=] 0588 iproni Novaluron range (kg) (ke) Novaluron) | (Novaluran)
( Jg) : (mg)/dog (mg)dog & mefke mgke
A(3X)| Fipronitl- | 2-128 gfdog 208.5 425.6 8.24-12.66 | 1032 22.7-37.2 29.5
Novaluran (10 ke) (£ 10 kg) (£10kg) (46.4-76.0) {60.2
Spot-on 4.256/dog 417,1 8513
(> 10 kg) (> 10 ka) (> 10 kg)
B (5X) | Fipronitl- | 3.347 g/dog 3476 709.4 8.43-1249 | L1 35.3.60.7 452
Navaluron (= 10 kg) (< 10kg) (= 16kg) (72.1-123.8} (92 15
Spot-on 7.094 g/dog 6495.2 1418.8
=10 kg) (>10 kg) (> 10 kg)
C(SX) | Pacebo | 2488 gldog 0 0 TH-1166 | 9.22 b 0
Control (£10kg ) 0
| 41976 gidng w @
10 kg)
11
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B. OBSERVATIONS:

1. Clinical signs: The observed clinical signs for puppies are given in Table 3 and for adults in
Table 4.
Table 3 Individual Animal Abpormal Clinical Qbservations
Gender| Dose Study ID Ob(;:rn'f::;on Description Study Day(s}
Puapples:
M Ix AMIDVLZ-L |fces loose 1
Treatment feces dizrhea 3
vomiting ro dercriprion 3
ANEIWLZ-1 [feces loote 8,19
feres diarhea 9
M AMIVOL-1 |eyves discharge 3
fces loose Pre Dose
seizure moderate 11
¥ AFLUVY-L |[feces lopse 4,5
eyes discharge, OD 5
F AFZIUY-L (feces loose 4hy Post
vormiting no description 3
¥ AFIWQY.1 ifeces dry Pre Dose
eyes discharge, OU 9
K 3x BMLWPZ-1 no abnormal findings
M reatment | BM2:WOZ. | no abnormal findings
K BM3:VYZ-1 no abnormal findings
F BFLVEY-1 feces loose 2,3458
Beces diarrhea 3
F BF2UWY-1 |vomdting 1w description Pre Dose
eyes discharge, OU 5
F BF3:vZY-1 no abnormal findings
51 5% CMEVOZ-! [feces loose 3hr Post.9
Control respiration rapd Pre Dose
behavioral attimde [circling Pre Dose
skin condition fakes of skin around shouider]7,8,9,10
Py CMZELDSZ-1 no abnermal findings
.t CM3:VDZ-1 {voniting tood !
dein condition flakes of skin gound shoulder|?
F CFLWSY-1 ifeces dry Pre Doge
feces loose ]
feces dizrhea 3,9
gyes discharge, OD 4
eyes discharge, QU 3
¥ CF2:VEY-1 [feees loose Pre Dose,4,9,7,8,10,11 12 13
frces darrhea 2hrPost 1,2 368
¥ CFIUTY.] leyes discharge, OU 8

Table 3 Key: OD = Right; OS = Left; OU = Both

12
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Table 4. Individual animal (adult deg) Abaormal Clinical Obscrvations.

Gender| Dose | StudyID Oit:‘;‘,:‘:;m Deseription Study Day(s)
Adulfs:
M Ix AMA:QITs-1 ifeces loose 34,5678 14
Treatmen? feces diarrhea 2
M AMSIED.1 {feces loose 359,13
feces diarrhea 4
skin condition irvitation, both sars 4,5,6,7,8,9,10,12,13,14
M AMESUGD- 1 |feces loose Ohr Post2,3.4,5,6,7.8.5,13
ghein condition rough 3
skin condition irritaticn, both sars 34,6,7891011,1213,14
F AF4:SFA-1 feces loose 2
feces diarrhea 4
oYes discharge, QU 7
oyes discharge, O3 3
skin condition irgitation, both ears 4567859
F AFSKZC1 {feces loose 891011121314
feces diarthea 234385
eYes discharge, O5 4,7
skin condition lrritation, both sars 43678510,12.1314
F AFSOSA-L ifeces loose 1hr Past,2 hr Post,
3hr Post,3.5,89,10,11,13 14
feces diarrhea 27
EYES discharge, OD 47,14
skir condition irritation, both ears 4.5,7
M 5x BRI:OMID-1 [feces ioose 1hr Post,2 hr Post,
Treatrnent 3hr Post,1,3,5,6,7,8,5,10,11,
12,13,14
feces diarrhea 24
M BMEOXDL [leces dry 4
feces loose thr Post,? fir Past,
3hr Post,1,3,5,6,7,13
feces diarrhea ]
skin condition scratch between shoulder and [ Pre Dose
right car
skin condition irritatica, both ears 5,6,7,8,%
M BMEIVT - feces louse 036789
feces diarhea 7.9
skin condition iritation, both sars 4,56.7,89,10,12 13 14
F BF4KCC-] ffoces loose 12,14
skin condizion irrtation, nght ear 5678
F BES:GAY-C Heces loose 3
eyes discharge, O3 14
tkin condition irritation, left ear 567121314
F BF:HAC- |feces locse 2.3
eyes discharge, OS 567101314
skin conditien irritation, both sars 5
13
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Table 4 (continued) Individual animal (adult dog) Abnormal Clinical Observations

Clinical

Gender | Dose Stady I Observation Description Study Day{s)
Adulfs
M T Cli4:SPD-1 {feces Loose \hr Post, 2 hr Posl,
Confrol 1,3,4,5,6,7,5,10,12,13,14
feces Diarrhea 2,8
feces bloody diarthea 11
skin condition Rough 3
skin condition irilation, righl ear 5
skin condition iritation, both ears 14
eyes discharge, O3 4,5,678910,11,13,14
)54 CMS5:FXZ-0 |feces Loose 3,4,61011121314
feces Diarrhea 2
skin condifion scralch between shoulder and 1 Pre Dose
left ear
It CM6:QED-1 {feces Dry 4
feces Loose Zhr Post,1,3,5,6,7,8,10,11,
12,14
feces Diarrhea 2,13
skin condition Rough 3
skin condition uritation, bath ears 456,787
F CF4:XPA-1 {feces Loose 9
locomoetion/ non weight bearing, right hind {Pre Dose, 3hr Post, 1
muscilature
Lyes discharge, OS 6,13
gves discharge, OD 19
£Ves discharge, OUJ 16
skin condition irilation, both ears 456780910,13,14
¥ CESREA-] {feces Loose 57,810
skin condition, irrilation, both ears 4
BYES discharge, CD 3
vorniting no description 7
F CF8:GCA-L [feces Loose 238
skin condition ‘rritation, both ears 412
skin condition irritation, right ear 13,14
vomiting no description 14

Post-application clinical observations included seizure activity in 2 Group A (3X) male
puppy [AM3: VCZ-1] on day 11, described [p. 22 of MRID 48843210] as a “self~limited
eptsodc. . .that did not require medical intervention.” Also from p. 22: “As this self-limited
evenl occurred only once 11 days afier treatment in a 3X puppy, and no other animals,
including all the 5X animals did not experience this, it was judged to not be treatment-
related.” The only other mention of this event is in Table 3 on p. 72 of MRID 48843210,
where the seizure [described as “moderate™] is reported for day 11. Other observations
included gasirointestinal findings (primarily loose feces and diarrhea [including one incident
of bloody diarrhea in a 5X control animal on day 11] with occasional incidents of vomiting),
discharge from one or both eyes, and irritation in onc or both ears (occurring only in adults of
all groups, appearing 4-5 days after treatment, often persisting tlirough day 14).

14
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2. Quantitative physical signs parameters: There were no indications of any treatment-

related effects on heart rate or respiratory rate as measured on days 7 and 14.

3. Local eifeets at the application site: Two control puppies had flaking of the skin (one on
days 7 through 10, the other on day 9) at the application site without underlying redness or
other irritation. One 3X adult had “rough” skin (presumably at the application site) on day 3,

as did two 5X conlrols.

Mortality: There were no deaths or moribund sacrifices,

BODY WEIGHT AND WEIGHT GAIN: Body weight data are given in Tables A

(puppies) and5B {adult dogs). There were no treatment-related cffects on body weight or
body weight gain. All of the puppies gained weight over the course of the study.

Table SA. Body Weighl Changes in Puppies

Individual Animal Neo.

Weighl change (kg)
Pay -14 to Day -1

Weiphl change (kg)
Day-110 Day 7

Weight change (kg)
Day 7 1o Day 14

AMLVLZ-] 0.469 0.261 8.507
AM2:WLZ-t 0.668 8.507 {.589
AM3:VCZ-] 0,229 1.279 0.652
AFLUVY-1 0.916 0.682 0.614
AF2:UUY-1 0.545 0.608 0.323
AF3:WQY-1 0,352 0.593 0.722
Group A Means + 8.1, 0.530 = 0.243 0.655 + (.339 0.568 % 0.139
BM1:WPZ-1 0.736 0.308 0.724
BM2:W(OZ-1 0.957 0.644 0.885
BM3:VYZ-1 0.120 1074 0.428
BFL:VRY-1 0.344 0.310 0.532
BF2:UWY-1 0,719 0.649 0,507
BF3:VZY-1 0.408 0.519 0.353
Group B Means = 8,1, 0.547 % 0.309 0.584 = (.284 0.572 % 0.198
CM1:VOZ-1 0.457 0.473 0.630
CM2:USZ-1 1058 0.630 0.624
CM3:VDZ-1 0.695 0.587 0.679
CF1:WSY-1 0.478 0.476 0.502
CF2:VEY-t $.336 0.328 0.372
CF3:UTY-1 0.559 0.725 (1.442
Group C Means = 5.1, 0.597 = (.255 0.537 +0.140 0.542 +(.121
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Table 5B. Body Weight Changes in Adult Dogs

Individual Animal No.

Weight change (kg)
Day -14 to Day -1

l

Weight change (kg)
Day -1 to Day

Weight change (kg)
Day 7 to Day 14

AM4:QJD-1 -0.08 -0.03 +0,16
AMS:HED-1 +0,38 ~0.12 +(.13
AM6:UGD-1 -0.19 -0.38 -0,30
AF4:8FA-1 -0.06 +0,06 +(0.17
AFS:KZC-1 +0.15 +0.00 +0.08
AF6:(JSA-] +(.29 -0.34 +(.26
Group A Means £ 8.D. +(.08 + 0,23 -0.14 £ 0.18 0,08 £ 0.20
BM4:0XD-1} +{1.22 +0.03 +{. 10
BMS5:QXD-1 .06 -0.25 +0.00
BM6:L.YD-] +(.31 -0.21 +0, 18
BFr4;KCC-1 -0.02 -0.49 +(, 18
BFS:GAY-0 -0.07 -0.25 +(1.24
BF6:HAC-I ~0.15 -0,21 +0.20
Group B Means + 8,D. +0,04 £ 0,18 -0.23 £ 0,17 +0.15 + 0,09
CM4:8PD-1{ +(.18 0,09 +.(5
CMS5:FXC-0 +0,30 -0.33 +0.39
CM6:QED-1 -0.03 (.04 +0,14
CF4:XPA-] +0.26 -0.33 +0.43
CFS:REA-] +0.24 -(.38 +(1.31
CF6:QCA-1 -0.02 -0.52 +0.43
Group C Means £ S.D, +(.16+ 0.14 -0.32 £0,22 +0,29 + 0,16

Although some adult dogs did have small weight losses between some of the measuring
intervals, these were of biologically insignificant magnitude and showed no indications of a
Ireatment-related pattern.
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D. FOOD CONSUMPTION: Mean group food consumption values for puppies were slightly
lower on Day -1, possibly associated with the stress of being weighed. There was no

indication of an effect on day 0 (day of application) or on subsequent days.

Table 6A. Food Consumpiion/Day (g) - Puppies
Day Day Day Day Day Pay Bay Day Day
Endividual Animal No. -3 -2 -1 0 I 2 3 7 13
AML:VLZ-} 102 209 144 141 158 113 158 163 200
AMIIWLZ-1 123 184 102 13X 160 162 £21 139 197
AM3:VCZ-1 94 203 157 171 248 161 137 194 154
AFL:UVY-! 13 224 111 178 200 198 145 149 270
AF2:UUY-.1 85 184 80 81 103 132 160 1313 179
AF3:WOY-1 58 172 96 151 129 168 I51 204 121
Group A Means + S.D. 95,3 1960 | 1150 | 1393 | 1663 | 1557 | 1453 | 160.8 | 186.8
+23.9 | 19,3 | £29.6 | £355 | £51.6 | £29.6 | 146 | £33.5 | £50.3
BMI:WPZ-1 00 191 76 141 153 154 156 169 200
BM2: WOZ-1 164 193 177 176 255 142 137 260 155
BM3:VYZ-! 80 168 75 175 142 n.d, 273 201 252
BFI:VRY-1 96 126 74 84 32 49 72 124 149
BF2:UWY.! 97 168 122 186 160 167 158 153 151
BF3:VZY-1 69 122 5 87 163 124 121 138 154
Group B Means £ 8.D, 101G | 1613 88.2 LS5 | 1508 | 127.2 | 1523 | 1742 | 176.8
£33 1 | £30.9 | £57.4 | 2460 | 7L | *46.5 | £66.7 | £49.8 | 415
CMI1:VOZ-1 76 177 65 170 137 138 132 164 150
CM2:USZ-1 143 224 109 200 138 159 204 182 246
CM3:VDZ-1 89 142 182 195 167 161 192 193 233
CFEWSY-1 81 152 8! 123 132 119 104 158 141
CF2:VSY.1] 58 168 89 152 124 98 136 162 120
CF3:UTY-1 69 178 92 143 131 161 139 167 180
Group C Means£ S.D, 85.5 173.5 ) 103.0 ) 163.8 | 137.7 § 1393 } I51.2 | 17L0 | 1783
+£30.4 | £28.5 | £41.3 | £30.2 | 2150 | £26,3  £385 | 13,6 | £51.3

For the adult dogs, group mean food consumption values were noticeably lower on day 0 (the
day of application}, and this was more pronounced in females but was consistent across all 3
groups. - This may have been associaled with the stress {excitement?) from the interaction
with personnel during dosing, but in any case food consumption values returned to normal on
day 1 so that even if this was considered to be an adverse effect it was reasonably transient.
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Table 6B. Food Consnmption/Day (g) — Adult dogs
Day Day Day Day Day Day Day Day Day
Individual Animal No. -3 -2 -1 0 1 2 3 7 13
AM4:QJD-1 2510 250 250 250 250 250 250 250 250
AMSIED-1 250 250 250 250 250 250 250 250 250
AMG6:UGD-1 250 250 250 250 250 250 250 250 250
AF4:5FA-1 194 250 227 89 238 250 250 250 250
AFS;KZC-1 204 250 250 85 250 250 250 250 250
AFG:QSA-1 250 250 169 2 255 250 250 275 250
Group A Means = S.D. 233 250.0 | 2327 | 1543 | 2488 | 250.0 | 250.0 | 2542 | 250.0
+26,5 | 200 | £32.5 | (093 | 5.7 +0,0 0.0 | 102 | 0.0
BM4;0OXD-1 250 250 250 250 250 250 250 250 250
BMS:QXD-1 250 250 250 250 250 250 250 250 250
BMé6:LYD-1 250 250 250 2 275 250 250 250 250
BF4:KC(C-1 250 207 129 122 125 226 232 250 250
BF5:GAY-( 181 137 137 4 157 216 133 236 221
BF6:HAC-1 166 223 114 44 250 250 250 250 250
Group B Mcans: S, | 2245 | 219.5 | 188.3 | 112.0 | 217.8 | 2403 | 227.5 | 247.7 | 245.2
+39.8 | £44.2 | 68,0 | £115.4 | +61.1 | 153 | £46.9 | +5.7 | %118
CM4:SPD-1 250 250 250 250 250 250 250 2580 250
CM5:FXZ-0 209 205 205 100 238 250 250 278 212
CM6:QED-1 224 250 250 2 275 250 250 250 184
CF4:XPA-1 246 250 129 119 183 250 250 250 250
CF5:REA-1 250 250 250 145 250 182 157 2758 250
CF6:QCA-1 250 193 158 80 94 179 148 250 250
Group C Means = 8.D. | 2382 | 233.0 | 207.0 | 116.0 | 2150 | 226.8 | 217.5 | 258.3 | 2327
+17.5 | £26.6 | +53.0 | +81.7 @ +66.7 | +35.9 | 504 | £12.9 | 283

E. BLOOD ANALYSES:

1. Hematology and coagulation parameters: No ireatment-related or biologically relevant

changes in hematology or coagulation parameicrs were observed.

2. Clinical chemistry: No treatment-related or biologically relevant changes in clinical

chemistry paramelers were observed.

HI. DISCUSSION and CONCLUSIONS

A, INVESTIGATORS’ CONCLUSIONS: The study author concluded that no treaiment-

related clinical signs or effects were observed in puppies § weeks of age or in adult dogs
treated once 1opically with three (3) or five (5) applications of the tesi substance, Fipronil-
Novaluron Spot-on compared with similar animals receiving five (5) applications of a
placebo control substance.
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B. EPA REVIEWER COMMENTS:

It is concluded that the margin of safety in adult and 8-week-old beagles administered
Dog Spot-On ECS-28-99-1 (Fipronil: 16.0%; Novaluron: 20.6%) is at least 5X the
recommended dosing volumes of 0.67 mL for dogs and puppics < 10 kg and 1.34 mL for
dogs >10 kg and <20 kg. The study also supports dosages of 2.68 mL for dogs >20 kg
and < 40 kg, and 4.02 mL for dogs >40 kg and < 60 kg. Since the mean weight of the 5X
(Group B) puppics was 2.84 = 0.28 kg (=6.26 = 0.62 Ibs) the data will support use on
dogs and puppies (8 weeks and older) with a minimum weight of 7 Ibs which must be
declared on the Iabel.
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1. DP BARCODE: 404003
2. PC CODES: 124002 (Novaluron: 20%); 129121 (Fipronil: 9.8%)
3. CURRENT DATE: April 16, 2013
4. TEST MATERIAL: Dog Spot-On ECS-28-99-1, a low viscosity clear liquid with a dull
solvent odor, containing Fipronil 10.0% (102.0% of label claim)} and Novaluron: 20.6%
(103.0% of label claim)
Study/Species/Lab Tox. Core
S?Edyp# / Date MRiD Results Cat. Grade
Companion animal safety/8- 48843210 | Groups consisting of three 8-week-old n/a | Accep-
week-old beagle puppies and (=1 day) and three adult (>11 months table
11.3 to 13.8 month adult old) beagles/sex were treated on day 0
dogs/Sinclair Research Center, with either 3 1X applications of
Inc., Auxvasse, MO/Project formulation (Group A); § 1X
No. §11227/0CR/June 5, 2012 applications of formula- tion (Group B)

or 5 1X applications of formulated
product minus the active ingredicnts.
Applicatious were spaced | lour apart.
Test material or placebo was applied
directly to skin on the dorsal mid-linc
to luterscapular region. Dogs were
observed for 14 days. Post application
clinical observatious included seizure
activity i a Group QA (3X) male
puppy on day 11 that did not require
medical intervention. There were no
treatment or dose-related effects on
mortality, body weight, food
cousumption, hematology, coagulation,
or ¢clinical chemistry parameters.

The margin of safety in adult and 8-
week-old beagles administered Dog
Spot-On ECS-28-99-1 is at leust 3X
the recommended dosing volumes of
0.67 mL for dogs and puppies < 18
kg and 1.34 > 10 kg and <20 kg.
The study also supports dosages of
2.68 mL for dogs >20 kg and <40 kg,
and 4.02 mL for dogs >40 kg and <
60 kg. Since the mean weight of the
5X (Group B) puppies was 2.84 &
0.28 kg (=6.26:0.62 1bs) the data will
support usc on dogs and puppies (8
weeks and older) with a minimum
weight of 7 1bs which must be
declared on the label.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

WASHINGTON, D.C. 20460
OFFICE OF
CHEMICAL SAFETY AND
POLLUTION PREVENTION

MEMORANDUM

Pate: 21-MAY-2013

SUBJECT: Novaluron: Human-Health Risk Assessment for Proposed Section 3 Uses as a
Dog Spot-On and in Cattle and Poultry Operations and Horse Barns.

PC Code: 124002 DP Barcodes: D404422; D406091
Decision Nos.: 465891 461013 Registration Nos.: 53883-NEW: 53883.xxx
Petition No.: NA Regulatory Action: Seclion 3
Risk Assessment Type: Single Chemical Aggregale  Case No.: 7615
TXR No.: NA CAS No.: 116714-46-6 .
MRID No.: NA 40 CFR: §180.598 .
. M \/gg,m/,/*{ ¢ ;w"f e

FROM: Julie L. Van Alstine, MPH, Environmental Health Scientist STV -

Anwar Y. Dunbar, Ph.D., Pharmacologist ‘/f A “f ) Zr - ‘,

—a

Lata Venkateshwara, Environmental Scientist qui-é/ RV b
Risk Assessment Branch 1 (RABI)
Health Effects Division (HED; 7509P)

THROUGH: Dana M. Vogel, Acting Branch Chief
George F. Kramer, Ph.D., Branch Senior Chemist_~
RABI/HED (7509P)

TO: John Hebert (RM 07)/Autumn Metzger/Jennifer Gaines
Registration Division (RD; 7505P)

The HED of the Office of Pesticide Programs (OPP) is charged with estimating the risk to human
health [rom exposure to pesticides. The RD of OPP has requested that HED evaluate hazard and
exposure data and conduct dietary, occupational, residential, and aggregate exposure
assessments, as nceded, to estimate the risk to human health that will result from all registered
and proposed uses of novaluron (N-[[[3-chloro-4-[1,1,2-trifluoro-2-(trifluoromethoxy)ethoxy]
phenyllamineojcarbonyl]-2,6-diflucrobenzamide). A summary of the findings and an assessment
of human risk resulting from the registered and proposed uses for novaluron are provided in this
document. The risk assessment was provided by Julie Van Alstine (RAB1), the hazard
characterization by Anwar Dunbar (RAB1), and the occupational and residential exposure
assessments were provided by Lata Venkateshwara (RAB1).

The most recent human-health risk assessment was condueted in conjunction with a request for
the use of novaluron on peanut and soybean (Memo, J. Van Alstine, er al., [5-MAY-2013;
D400705).
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1.0 Exccutive Summary

Background: Novaluron, a benzoylphenyl urea compound, is a pesticide chemical belonging to
the class of insecticides called insect-growth regulators (1GRs). Tolerances for residues of
novaluron are established under 40 CFR §180.598 in/on a wide variety of crops at levels ranging
from 0.05 1o 50 ppm. Tolerances for residues of 11ovaluron are also established in/on the
following livestock commedities: eggs, milk, milk fat, and the meat, fat, kidney, liver, and meat
byproducts (cxcept kidney and liver) of cattle, goat, horse, sheep, poultry, and hog.
Additionally, novaluron is registered for use in food and feed handling establishments, and a
tolerance of 0.0! ppm has been established for residues infon food and feed commoditics other
than those covered by a higher tolerance as a result of use on growing crops.

Control Solutions, Ine. {CSI) has submitted a Section 3 request to register the product CSl
Fipronil + Novaluron for use as a monthly topical solution for continuous protection against
fleas, ticks, flea eggs, flea larvae (mosquitoes), and chewing lice on dogs. CS1’s Fipronil +
Nowvaluron product contains the active ingredients fipronil (9.8%} and novaluron (20%). The
proposed product can be used by homeowners and by commercial applicators. The proposed
spot-on product label allows for application to four dog-weight ranges: small, up to 22 pounds
(Ibsy; medium, 23 to 43 Ibs; intermediate, 45 to 88 lbs; and large, 89 to 132 Ibs. The produect is
not proposed for use on cats. This risk assessiment addresses novahiron only.

Additionally, CST has submitted a Section 3 request to register the product Novaluron® 0.2G,
which contains 0.2% novaluron, for usc 1o control stable fly larvae in cattle operations and horse
barns and to control litter beetles in poultry operations. Novaluron® 0.2G is a granule applied by
dry scattering to fly breeding sites, including manure, in cattle and poultry operaiions and horsc
barns ol horses not intended for slaughter or food. N acts as a growth regulator and alfccts the
formation of fly and beetle larvae; it does not kill adult flics or beeiles. The application rate for
cattle operations and horse barns is two pounds per 200 square {eet (0.8 Ib ai/A; corresponds to
0.00002 1b ai/ft?). The application rate for poultry operations is four pounds per 200 square feet
{1.6 lb aifA; corresponds to 0.00004 |b ai/ft’). The application treatment interval depends on the
management and housing systems as well as on climatic conditions. !t can vary from 2! days up
1o scveral months.

There are no proposed or HED-recommended tolerances associated with the proposed dog spot-
on and cattle and poultry operation and horsc barn uscs of novaluron.

Hazard Assessmient: Novaluron has low acute toxicity via the oral (Toxicity Category 1V},
dermal (Toxicity Category I}, and inhalation routes (Toxicity Category V). No ocular
(Toxicity Category I'V) or dermal irritation {Toxicity Category 1V) was noted. Novaluron is not
a dermal sensitizer. In subchronic and chronic toxicity studies, novaluron primarily produced
liematotoxic ctfects (toxicity 1o blood) such as methemoglobinemia, decreased hemoglobin,
decreased hemavocrit, and decrcased red blood corpuscles {RBCs or erythrocytes) that were
associated with compensatory erythropoiesis. No maternal and/or developmental joxicity was
observed in animals tested up to the limit dose in either the rat or the rmbbit developmental
toxicity studies. In the two-generation reproductive toxicity study, increased spleen weights
were observed in parents and offspring at the same dose, and reproductive toxicity was observed
in males only at a higher dose. Neurotoxic effects, including clinical signs, changes in
functional-observation baitery (FOB) parameters, and neuropathology were observed {ollowing a
single dose at the limit dose only (2000 mg/kg/day) in the acute neurotoxicity study in rats.
FHowever, no signs of neurotoxicity or neuropathology were observed following repeated dosing
Page 4 of 33
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in the subchronic neurotoxicity study in rats at similar doses, ne evidence of neuropathology was
observed in subchronic and chronic toxicity studies in rats, mice, or dogs, and novaluron is not
considered acutely toxic (LDs >3000 mg/kg). Therefore, RAB1I toxicologists reaffirmed the
HED Hazard identification Assessment Review Committee {I411ARC) conclusion that there is not
a concern for neurotoxicity resulting from exposure to novaluron. Potential signs of
immunotoxicity occurred at twice the limit dose and consisted only of a decreased anti-sheep red
blood cell (SRBC) response in female rats. There was no evidence of either carcinogenic or
genotoxic potential and novaluron has been classificd as “not likely to be carcinogenic to
humans” based on the lack of evidence for carcinogenicity in mice and rats,

Consistent with previous risk assessments for novaluron (Memo, J. Van Alstine, e af., 15-MAY-
2013, D400705; Memo, L. Venkateshwara, ef al., 15-SEP-2011; D377471; Mcmo, J. Van
Alstine, et al., 23-FEB-2010; D364307), the novaluron risk asscssment team recommends that
the 10X Food Quality Protection Act Safety Factor {FQPA ST) be reduced to 1X for all exposure
scenarios, as discussed in Section 4.4.

Exposure/Risk Assessment Churacterization: The proposed uses do not impact the dictary
exposurce assessment; however, the details from a recent dictary exposure assessment have been
included since food and drinking water exposures contribute to the aggregate assessment. An
acute dictary assessment was not conducted for novaluron because an endpoint of concern
attributable 1o a single dose was not identified. The most recent chronic dictary exposure and
risk assessment was conducted based on registered uses and recently proposed uses on peanuts
and soybeans, The chronic assessment directly incorporated drinking water estimates.
Assumiptions Tor the chronic dietary assessment inchided average field trial residues, tolerance-
level residues for proposed commuodities, anticipated residues (ARs) for incat, milk, hog, and
poultry commodities, average percent crop treated {PCT) data for apples, cabbage, cauliflower,
cotton, pears, potatocs, strawberries, and tomatoes, and percent ¢rop treated for new use (PCTn)
data for grain sorghum and sweet corn. For the remaining food commodities, 100% crop treated
(CT) was assumed. The registered food handling usc was also incorporated into the dietary
assessment. Empirical processing factors for apple juice (translated to pear and stone fruit juice),
cottonseed ¢il, dried plums, and tomato paste and purée, and DEEM (ver. 7.81) default
processing factors for the remaining processed commodities were also used. All exposure and
risk estimates were not of concern. A cancer dictary assessment was not conducted because
novaluron is classilied as “not likely to be carcinogenic to humans.”

The proposed dog spot-on product is anticipated to result in short-, intermediate-, and long-term
residential exposures. In addition, there are registered residential indoor uses for novaluron that
were asscssed previously. The proposed use in cattle and poultry operations and horse barns is
nol expected to result in residential exposures based on the proposed use pattern. The non-
occupational (residential) use of the proposed dog spot-on product is anticipated to result in
dermal exposures for adult handlers. In addition, residential post-application dermal exposures
are expected for adults and children 1 to <2 years old, and incidental oral exposures for children
1 to <2 years old. A dermai endpoint was not selected for any exposure duration; therefore,
guantitative dermal assessments were not conducted. In addition, based on the proposed spot-on
use and the vapor pressure for novaluron, inhalation exposure is considered ncgligible for all
exposure durations; therefore, only incidental oral exposures/risk estimates were assessed for the
proposed product. All children incidental oral post-application risk estimates for all durations of
exposure to treated pets resulted in margins of exposure (MOESs) greater than 100 and are not of
concern to HED. 1n addition, all shori-term residential handler and post-application scenarios
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previously assessed for the registered indoor uses resulted in MOEs greater than 100 and arc not
of concern to HED.

For the proposed and registered uses, human-health aggregate risk assessments have heen
conducted for short- and intermediate-term aggregate exposure (food + drinking water +
residential) scenarios. Even though there are long-term residential exposures from the proposed
dog spot-on use, the intermediate-term aggregate assessment is protective of chronic aggregate
exposure since there is no progression of effects in the dalabase, and there 1s only one point of
departure (POD} for all durations of incidental oral exposurc. An acutc aggregate assessment
was not conducted for novaluron because an endpoint of concern attributable to a single dose
was not identified. A cancer aggregate risk assessment was not performed becausc novaluron
was classified as “not likely to be carcinogenic to humans.” All potential exposure pathways
were assessed in the aggregate risk assessment as a conservative, health-protective measure. No
aggregate risk estimates exceed HED)'s level of concern (LOC) for the scenarios listed above.

There is the potential for occupational exposures of veterinarians, veterinary assistants, and
groomers as a result of the proposed spot-on product to dogs; however, since dermal PODs were
not selected for any exposure duration, dermal exposures werc not quantitatively assessed. In
addition, occupational inhalation exposure from application of the spot-on product is considered
to be negligible and was not quantitatively assessed. A quantitative assessment of occupational
post-application exposure from the proposed novaluron spot-on product was also not conducted
since occupational post-application activities are expected to be significantly less than residential
post-application exposures.

Based on the proposed use in cattle and poultry operations and horse barns, occupational handler
exposure is expected to oceur for short- and intermediate-term durations to novaluron during
loading, applying, and other handling activities. Since dermal PODs were not selected for any
exposure duration, dermal exposures were nol quantitatively assessed. The occupational handler
short- and intermediate-term non-cancer inhalation exposure risk estimates are not of concern to
HED with baseline attire for all loader/applicator scenarios. No personal-protective equipment
(PPE), except gloves, was recommended on the label. There are no site-specific post-application
activities performed by workers after treating cattle operations, horse barns, and poultry
operations with novaluron; therefore, a quantitative post-application exposure assessment was
nol performed.

This risk assessment relies in part on data from studies in which adult human subjects were
intentionally exposed 1o a pesticide or other chemical. Please refer to Appendix C for a
discussion of the human study data used in this risk assessment.

2.0 HED Recommendations

Provided that CS1 updates its registration request to indicate that the use in cattle and poultry
operations is a [ood use, there are no chemistry, residential, occupational, or tosicology data
deficiencies at this time for cither registration request.

2.t Tolerance Considerations

2.1,1 Rccommended Tolerances
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Toleranccs are not required for the proposed dog spot-on usc. Although the proposed use in
cattle and poultry operations and horse barns may result in exposure to livestock, this exposure is
anticipated to be insignificant when compared to the exposure resulting from the currently
registered uses. Therefore, revised livestock tolerances are not required. Additionally, crops are
not likely to have quantifiable residues due to the application of novaluron-treated manure to
fields, so tolerances lor indirect or inadvertent residues are not required as a result of the
proposed use.

2.1.2 International Harmonization

Since there are no proposed or HED-recommended tolerances, harmonization is not an issue for
these registration requests,

2.2 Label Recommendations

The proposed labels are adequate to allow evaluation of the residue data relative to the proposed
new spot-on uses on dogs and use in cattle and poultry operations and horse barns to control
stablc flies and litter beetles. No label updates are required at this time.

3.0 Introduction

3.1 Chemical Identity

Table 3.1. Novaleron Nomenelature.

: F
H 1]
N N Cl
Chemical slrgctlure Y \Oi F
¥ O O O
O/H/ \CFJ
F
I'.‘

Common name Novalaron

' I-[3-chioro-4-(1,],2-trifluoro-2-trifluoromethoxyethoxyiphenyl]-3-[2,6-
FUPAC name difluorobenzoyl]area
CAS name N-{]13-chloro-4-] 1,1, 2-1rifhuoro-2-

{trifluoromethoxyleioxy]phenyllamino]earbonyi]-2,6-diffuorobenzamide
CAS registry number 116714-46-6

€SI Fipronil + Novaluron (EPA Reg, No. 53883-NEW; 20% novalurony};
Novaluron” 0.2G {(EPA Reg. No. 53883-xxx; 0.2% novaluron)

End-use producis {EPs)

3.2 Physical/Chemical Characteristics

Novaluron, a benzoylphenyl urea compound, is a pesticide chemical belonging to the class of
insecticides called IGRs. 1GRs kill the insccts over a period of a few days by disrupting the
normal growth and development of immature insects. Novaluron acts as an insecticide mainly
by ingestion, but has some contact activity. It has a low vapor pressure (1.2 x 107 mm Hg) and
appears 10 be immobile in soils according to the McCall classification (McCall ef of., 1980). A
table of the physicochemical properties can be found in Appendix B.
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CSI has submitted a draft label for CSi Fipronil + Novaluron {(EPA Reg. No. 53883-NEW) to
include the proposed new spot-on uses (Table 3.3/1) on dogs and a draft label for Novaluron®”
0.2G (EPA Reg. No. 53883-xxx) to inciude the proposed new use in cattle and poultry operations
and horse barns to control stable flies and litter beetles (Table 3.3.2).

Tolerances are not required based on the proposed new uses. Additionally, the proposed cattle
and poultry operation and horse barn uses arc not expeeted to contribute to livestock dietary
burdens, so revised livestock tolerances are not required. Tolerances for residucs of novaluron
are established under 40 CFR §180.598 in/on a wide variety of crops at levels ranging from 0.05
to 50 ppm. Tolerances for residues of novaluron are also established infon the foilowing
livestock commeodities: eggs, milk, milk fat, and the meat, fat, kidney, liver, and meat
byproducts (exeept kidney and liver) of cattle, goat, horse, sheep, poultry, and hog,
Additionally, novaluron is registcred for use in food and feed handling establishments, and a
tolerance of 0.01 ppm lias been established for residues in/on food and feed commodities other
than those covered by a higher tolerance as a result of use on growing crops. A time-limited
tolerance of .50 ppm for residues of novaluron in/on strawberry that expired on 31-DEC-2011
ts included in 40 CFR §180.598(b), HED has recommended that this tolerance be deleted since
it is expired and superseded by the established tolerance of 0.45 ppm for residues of novaluron
in/on berry, low growing, subgroup 13-07(, except lowbush blueberry.

Table 3.3.1. Sunumary of Propusett Use Direclitsus {or the Novaluron Spot-On Use.

EPA Reg. Nit. Use Site Application Rate

(per dog) bse Restrictions

0.67 mi {0.023 fi. oz applicator
Small dogs up to 22 ks | wbe)

0.4 mg aiftreatment

1.34 mi (0.045 ft. oz applicator
tube)

For control ol fleas and ticks un dogs and
prippies & weeks ol age and oider.  Du nan use
on puppies under ¥ eeks in age. Use entire
cuments of tube on ¢ach dug.

Medium dogs from 23

ta 44 lbs 0 _— Monthily spplication is reeommended for
S3BEI-NEW 28 mg ai/treaiment effective control of fieas and licks and 1o preven
o . . 2.68 wil (0.091 1, oz upplicarer infestation,
Imermediatc dags from ) 0 davs "
4510 88 Ibs labes) Do not reappiy for 30 days {4 weeks).
0.367 mig at/treatment Apply as a spol-on to the dog’s back bepween the
AT mIt0.136 T1 oz apnlical siiulder blades from the back ol e neek to
Lurge dogs rom 89 1o tubcﬁT (.13 o% appleaior point migway benveen the neck and il

£32 ibs 0.85 mg aiftrealment 130 not use muitiple thbes on one dog.

- Tuble 3.3.2. Summmy of Proposed bise Dircetious for Use in Catile and I’oultry Operations and Horse Barns.

lfl‘)P;’Et File - . “Use . ' r\lllﬂ ’&[m; : Max,© -
Symbolf, Namne, iles an . Siugle .1 Seasonal - 'Pl-{l 8 s et
aimil Fariqula Aupli_cntio'n \?;il:i?;lﬁ Anpl Rate | Apph Rate ¢ (days) Use D‘rm_m_"s' _ami Limiratiuns
Type S Fiming - SUE Db A |- (haifAy ] '
08 Apply directly lo siable My breeding
Catti¢ © 00602 b sites such as stray around bales or in
Operations Hand 'aimg) stay around dairy baris and all olher
- Dispersai premise areas where stabie flies hreed.
]53883-xxx], ;?.cliy ' Treat the entire manure arca
Novaluron®™ Poultry Grinder .6 Not appraximaiely one week alter manure
0.2G, Granules Operations Cup, {0.00004 ib : ided NA ranoval, Repeal Irealmen) alier cach
0.2% novaluron perations Rm:?r,y aiffi"} provige rewoval or whien beetle farvae are
{at} Spreader, . ‘ Tound. ‘
Spoen 08 Freat the entire arca approximately 1
Horse Barns (0.00002 1b week after mannee removal. Repem
Aiffe) treatinent aficy each removal or when
beetle Jarvae ar¢ Jound,

"Tiie following restriciions are included on ihie drait label:
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a} Do not apply Novaluron® 0,2G directly to livesiock or livestock feed as illegal residues inay resull.
b) Do nol leed manmize trealed with Novaluron™ 0,26 10 animals.
¢) Toavoid illepal residues, allow | day (23 hnurs) between last application and slaughler,
dy  Manure trealed with Movaluron® 0,2G may be used ax n sail fertilizer supplement. Do not apply more than 4 lons of
manire (reated with Novalurun® 0.2G per acre per yenr. Do nol apply Trealed manure 1o small grain crops that will be
harvested or grazed, or illegal residucs may resull.
* Ib ai/Ic* provided by CSI in MRID 49085601,

3.4 Anticipated Exposurc Pathways

RD has requested an assessment of human-health risk to support the CSI-proposed new uses of
novaluron as a dog spot-on and to control stable flies and litter beetles in cattle and poultry
operations and horse barns. Humans may be exposed to novaluron in food and drinking water,
since novaluron may be applied directly to growing crops and application may result in
novaluron reaching surface and ground water sources of drinking water. Adults and children
may be exposed 10 novaluron in residential settings due to the proposed and registered uses. In
an occupational setting, applicators may be exposed while handling the pesticide prior 10
application, as well as during application,

This risk assessment considers all of the aforementioned exposure pathways based on the
proposed new uscs of novaluron, but also considers the existing registered uses for the dictary
and residential exposure assessments.

3.5 Consideration of Envirenmental Justice

Potential areas of environmental justice concerns, to the extent possible, were considered in this
human healil risk assessment, in accordance with U.S. Exceutive Order 12898, “Federal Actions
10 Address Environmenlal Justice in Minority Populations and Low-Income Populations,”
(http://www.hss.cnergy.gov/nuclearsafety/env/guidance/justice/co 12898 .pdf). As a part of every
pesticide risk assessmenl, GPP considers a large varicty of consumer subgroups according to
well-cstablished procedures. In line with OPP policy, HED estimates risks to population
subgroups from pesticide exposures that are based on patterns of that subgroup’s food and water
consumption, and activities in and around the home that involve pesticide use in a residential
setting. Extensive data on food consumption patterns are compiled by the U.S. Department of
Agricullure (USDDA) under the National Health and Nutrition Examination Survey, What We Eat
in America, (NHANES/WWEIA: 2003-2008) and arc nused in pesticide risk assessments for all
registercd food uses of a pesticide. These data are analyzed and categorized by subgroups based
on age, season of the year, ethnic group, and rcgion of the country. Additionally, OPP is able to
assess dietary exposure to smaller, specialized subgroups and exposure asscssments are
performed when conditions or circumstlances warrant, Whenever appropriate, non-dietary
exposurcs based on home use of pesticide products and associated risks for adult applicators and
for loddlers, youths, and adults entering or playing on treated areas post-application are
evaluaied. Further considerations are currently in development as GPP has committed resources
and expertise to the development of specialized software and models that consider exposure to
bysianders and farm workers as well as lifestyle and Iraditional dictary patterns among specilic
subgroups.

4,0  Hazard Characterization and Doese-Response Assessment

4.1 Toxicology Studies Available for Analysis
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The hazard database for novaluron is adequate for risk assessment. On March 13, 2012, the
Hazard and Science Policy Council (HASPCC) concluded, based on a weight-of-evidence
(WOL) approach, that a subchronic inhalation toxicity study was not required (TXR# 0052331).
This approach considered all of the available hazard and exposure information for novaluron.
However, this study may be necessary to support fiture uses. Additionally, a guideline
immunotoxicity study has been submitted and reviewed by the Agency (MRID 48690105).

4.2 Absorption, Distribution, Metabolism, and Exeretion (ADME)

Novahiron exhibited marginal oral absorption (16-18%), and absorption appeared to be saturated
for the high dosc. Peak plasma concentrations occurred at 2-5 hours. The most prevalent urinary
metabolite was 2, 6-difluorobenzoic acid. Cther components individually represented no morc
than 5,9% of the dose and most represented considerably less than 1%. Quantitatively, fecal
metabolites accounted for <2% of the dose, In the repeated-dose group, some tissues such as fat
contained mecasurable radioactivity at 168 hours post dose, but did not appear to suggest
significant potential for bioaccumulation or sequestration at the doses tested. Biliary
contribution for fecal excretion appears to be insignificant. Excretion was relatively rapid and
was complcte within 48 hours primarily via the feces and to a lesser extent via urine in rat,

4.3  Toxicological Effccts

Novaluron was categorized as having low acute toxicity via the oral (Toxicity Category 1V),
dermal (Toxicity Category 111) and inhalation routes {Toxicity Category I'V). No ocular
(Toxicity Category 1V) or dermal irritation (Toxicity Category 1V) was noted. Novaluron is ot
a dermal sensitizer.

In subchronic and chronic toxicity studies, novaluron’s primary effects were on the
hematopoictic system. These effects do not appear to worsen with time, and included
methemoglobinemia, decreased hemoglobin, decreased hematocrit, decrcased RBCs (or
erythrocytes), and increased reticitlocyte counts that were associated with compensatory
crythropoicsis. Increased spleen weights and/or hemeosiderosis in the splecit were considered to
be due to enhanced removal of damaged erytlirocytes and 1ot to a direct immunotoxic effect.

There was no maternal or developmental toxicity seen in the rat and rabbit developmental
toxicity studies up to the limit doses. In the two-generation reproductive toxicity study in rats,
both parental and offspring toxicity (increascd spleen weights) were observed at the same dose.
Reproductive toxicity (decreases in epididymal sperm counts and increased age at preputial
separation in the Fy generation)} was observed at a higher dose than the increased spleen weights
and were consistent with the primary effects in the database.

There were no adverse effects observed in the 28-day dermal study in rats up to the limit dose.

Clinical signs of neurotoxicity (piloercction, irregular breathing), changes in functional
observational battery paramcters (increased head swaying, abnormal gait), and neuropathology
(sciatic and tibial nerve degencration) were seen in the rat acute neurotoxicity study at the limit
dose. Howcever, no signs of neurotoxicity or neuropathology were observed in the subchronic
neurotoxicity study in rats at similar doses or in any other subchronic or chronic toxicity study in
rats, mice, or dogs. ‘
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In the submitted immunotoxicity study, the only sign of potential immunotoxicity for novaluron
was a decrcased anti-SRBC response at twice the limit dose in female rats.

There was no evidence of carcinogenic potential in either the rat or the mouse carcinogenicity
stidies. There was no concern for genotoxicity or mutagenicity. Therefore, novaluron was
classified as “not likely to be carcinogenic to humans.”

4.4  Safety Factor for Infants and Children (FQPA Safety Factor)

The RABI risk assessment team concluded that the FQPA SF could be reduced to 1X based on
the following considcrations outlined in more detaii in the sections below: 1) the toxicology
database for novaluron is adequate for risk assessment; 2) novaluron is not considered
neurotoxic; 3) there is no evidence of increased susceptibility; and 4) the exposure databases are
sufficient and are unlikely to underestimate exposure.

4.4.1 Completencess of the Toxicology Database

The toxicology database for novahwron is adequate for quantification of risk for dietary,
residential, and occupational uses and FQPA SF evaluation. The following acceptable studies
arc available for evaluation: developmental toxicity studies in rats and rabbits, a two-generation
reprochiction study in rats, and acute and subchronic neurotoxicity studies in rats.

4.4.2 Evidence of Neurotoxicity

Acute and subchronic neurotoxicity screening batteries were performed with novaluron in rats.
Novaluron is not considered nenrotoxic, since effects observed in the acute neurotoxicity study
were observed at the limit dose only and were not reprochiced at similar, repeated doses in the
subchronic neurotoxicity study. In addition, no evidence of neniropathology was observed in
subchronic and chranic toxicity studics in rats, mice, or dogs.

4.4,3 Evidence of Sensitivity/Susceptibility in the Developing or Young Animal

There is no evidence of increased susceptibility in the rat or rabbit developmental toxicity studies
up to the limit dose or in the two-generation reproduction study in rats. There are low concems
and residual uncertainties for pre- and/or postnatal toxicity.

4.4.4 Residual Uncertainty in the Exposure Database

The most recent chronic dietary food exposure assessment utilized average field trial residues,
tolerance-level resichies for proposed commodities, ARs for meat, milk, hog, and poultry
commodities, average PCT data for apples, cabbage, cauliflower, cotton, pears, potatoes,
strawberries, and tomatoes, and PCTn data for grain sorghum and sweet corn. For the remaining
food commodities, 100% CT was assumed. Empirical processing factors for apple juice
(translated to pear and stone fruit juice), cottonseed oil, dried phims, and tomato paste and purée,
and DEEM (ver. 7.81) default processing factors for the remaining processed commodities were
also used. The registered food handling use was also incorporated into the dietary assessment.
All exposure and risk estimates were not of concern.

The dietary drinking water assessment utilized water concentration values generated by the Tier
11 Pesticide Root Zone Model/Exposure Analysis Modeling System (PRZM/EXAMS) model and
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the Ticr 1 FQPA Index Reservoir Screening Tool (FIRST) model. The resulting screening-level
estimated drinking water concentrations (EDWCs) provide conservative, health-protective, high-
end estimates of water concentrations which will not likely be cxceeded.

The residential handler and post-application exposure assessments are based upon the residential
Standard Opcrating Procedures (SOPs). The residential SOPs are based upon reasonable worst-
case assumptions and are not expected to underestimate risk. Thesc assessments of exposure are
not likely to underestimmate the resulting estimates of risk from exposure to novaluron.

4.5 Toxicity Endpoint and Point of Departure Selections
4.5.1 Dose-Response Assessment

Acute Dietary Endpoint: The acute reference dose (aRfD) for the general U.S. population,
inciuding infants and children, was not established since an endpoint of concern attributable to a
single dose was not identified. In the acute ncurotoxicity study, neurotoxic sigus and
ncuropathology were seen only at 2000 mg/kg (limit dose) with a relatively high no-observed
adverse-effect level (NOAEL; 650 mg/kg) and no developmental toxicity was seen at the limit
dose in either rat or rabbit pre-natal developmental toxicity studies.

Chronic Dietary Endpoint: The chronic reference dose (¢RID) of 0.0171 mg/kg/day was
determined on the basis of the chroni¢/carcinogenicity study in rats. The lowest-observed
adverse-effect level (LOAEL) of 30.6 mg/kg/day is based on evidence of erythrocyte damage
and turnover resuiting in a regenerative anemia. This study provides the most protective point of
departure in the hazard database with a NOAEL of 1.1 mg/kg/day. A total uncertainty factor
(UF) of 100X (16X for interspecies extrapolation, 10X for intra specics variability, anda 1X
FQPA SF) was applied to the NOAEL of 1.1 mg/kg/day. Therefore, the ¢PAD is 0.011
mg/kg/day. This study is appropriate for the duration of exposurc and is protective of the general
U.S. population.

Incidental Oral Endpointr for ANl Durations: The point of departure chosen for all incidental
oral scenario durations is based on the NOAEL of 4.38 mg/kg/day from the 90-day feeding study
in rats. The LOAEL is 8.64 mg/kg/day based upon clinical chemical effects (decreased
hemoglobin, hematoerit, and RBC counts) and changes in histopathology (increased
hematopoiesis and hemosiderosis in spleen and liver). The LOC is 100 (10X for interspecies
extrapolation and 10X for intra species variability and an FQPA SF of 1X). This study is
protective of the offsprng cifects observed in the two-generation reproductive study and is thus
protective of infants and children in residential settings.

Dermal Endpoint for All Durations: No adverse dermal or systemic ¢fTeets were observed in the
28-day dermal study in rats; thercfore, a short-term dermal endpoint was not selected. The
dermal study specifically looked for bloed efTects, the target for novaluron, and there were no
treatment related effects up to the limit dose. Although dermal endpoints were previously
selected for the intermediate- and long-term scenarios, the toxicity profile for novaluron does not
show progression of toxieity with increased duration, Furthermore, there is no concern for
susceptibility since no effects were observed in the developmental or reproduction toxicity
studies in rats or rabbits, Therefore, there is no concern for any duration of dermal exposure and
no dermal endpoints are required.
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Inhalation Endpoints for All Durations: Similar to the incidental oral endpoint, the POD chosen
for all inhalation scenario durations is based on the NOAEL of 4,38 mg/kg/day from the 90-day
feeding study in rats. The LOAEL is 8.64 mg/kg/day based upon clinical chemical effects
{decreased hemoglobin, hematocrit, and RBC counts) and changes in histopathology (increased
hematopoiesis and hemosiderosis in spleen and liver). The LOC for residential and occupational
exposures are for MOEs <100 (similar to the intermediate-term dermal endpoint). This study is
protective of children and adults in residential settings, as well as workers in occupational

settings.

4.52 Recommendation for Combining Routes of Exposures for Risk Assessment

Based upon common effeets and the use of an oral 90-day study in rats for the incidental oral and
inhalation routes, these exposures can be combined for all residential scenarios for all durations.
Since there are no dermal endpoints for novaluron, dermal exposures do not need to be combined
with inhalation exposures for residential and occupational assessments,

4,5.3 <Cancer Classification and Risk Assessment Recommendation

In accordance with the EPA Drafi Guidelines for Carcinogen Risk Assessinent (July 1999),
novalurou is classified as “not likely to be carcinogenic to humans” based on the lack of
evidence for carcinogenicity in mice and rats (TXR# 0052361).

4.5.4 Summary of Points of Departure and Toxicity Endpoints Used in Human Risk

Assessment

Table 4.5.4.1. Summary of Toxicelugical Doscs and Endpoinls for Novaluren for Use in Bietary and Nen- .

Occupational Human-Health Risk Asscssments,

. RED, PAD, o
Exposure/ Point of Uncertainly/FQPA LOC fur e " s B TRt
Sctnario BDepnrture Safety Factors - "Risk Sw‘h :‘_”-"j 'I'omcoluglcﬂillff’ut -
Assegsiment ' IR
Acute Diclary
(Gcnera'l An endpoinl of concern attribulable 1o a
i[;(?c]?:(lja;::on, None Nonc None single dose was not identified. An acule
g RfD was not eslablished.
infanis and
Children)
Chronic RiTD | Combined chronic
Chronic NOAEL = UF, = 10X =0.011 toxicity/carcinogenicity feeding in rat
Dielary {All il UFy = 10X mg/kg/day LOAEL = 30.6 mg/ke/day bascd on
Populations) mz/ke/day FQPA SF = 1X ¢PAD = 001§ | erylthroeyte dainage resulling in a
mg/ke/day compensatory regeneradive anejllia.
90-day feeding study in rat
. - . . LOAEL = 8,64 mg/kg/day based on
tncidenlal NE)AH“ N UF.‘* = 10X Rcs}dc_mml clinical chemistryg{dfc/rcased hemoglobin,
Oral, All 4.38 UFy = 10X LOC for hematocrit, and RBC counts) and
Durations mg/kg/day FQPA SF=1X MOE <100 !

hislopathology {increased hemalopoiesis
and hemosiderosis in spleen apd liver).
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Table 4.5.4.1, :Summinry-of Toxicological Doses and Eudpomls f01 Novalnron for Use in Dietary sud Noy-
Ot.cupauaual]{umdu»Hcallh Risk Assesqmculﬁ. o L : - :

E\posurc/’ . Pmut of Unceltamt\!FQPA. . Study and TFoxicological Effects
Seesinrio - Dcparlmc gafelv F'u.lors : :
R : 1 Assessment™] ¢ - S
A short-term dcrmal endpoml was nol selected sinee lllerc WETC N0 adverse dermal or systemic
effects observed in the 28-day dermal study in rats. The dermal study specifically looked for
blood effects, the target for novaluron, and there were no treatment related effects up to the limit
Dermal, All dosc. Althongh dermal endpoints were previously seleeled for the imermediate- and long-term
Duralions scenarios, the loxicity profile for novaluron does nol show progression of toxicity with increased

duration, Furthermore, (lere is no concern lor susceptibility since no effects were observed in the
developniental or reproduction toxicity sludies in rats or rabbits. Therefore, there is no coucern
for any duration of deral exposurc and no dennal endpoints are reguired.

NOAEL = 90-day feeding sludy in rat

4.38 LOAEL = 8.64 mg/kg/day based on
Inkalation. All mgkg/day | UF, = 10X Residential clinical chemistry {decreased hemoglobin,
Durations‘ (inhalation- | UF), =10X LOC for hernalocril, and RBC counts) and

absorption FQPASF = MOE <100 histopathology (increased liemalopoiesis

rate = and hemosiderosis in splecu and liver).

100%)

Cancer (oral,
dermal,
inhalation)

Classification: Not likely to be carcinogenic to liumans,

Point of departure =

A dala poiut or an cstimated point thal is derived from observed dose-response dala aud used to

mark the beginning of exirapolation to determine risk associated wilh lower environmentally relevant human

exposures, NOAEL = no-observed adverse-cffect level. LOAEL =
uncertainty factor. UF, = extrapolation from animal to human (interspecics). UF, =

lowesi-observed adverse-effect level, Ul =
polential varialion in

seusitivity ainong members of the human population (intraspecies). FQPA 81 = FQPA Safety Factor. PAD =

population-adjusted dose (e = chronic). RfD = reference dose. LOC =

eXposurc.

level of coneeru. MGE = inargin of

Table 4.8.4.2. Summary of Toxicolngical Dascs 'md Fudpomts l'0| hovululou for Usc in ()culpdumml

Human-Hcalth Risk Asscssnents.

: ©o 1 URID, PAD, :i
Exposuref Poiut of Uncertniniw/FQPA 1 LOCfor i i . .
Sc]::na rie Dcpdl ture Snfety Eactors Risk Study am! Toxicologieal Effcels
Assessinent
A short-terni dermal endpoint was nol sclected since there were no adverse dermal or systemic
effects observed in the 28-day dermal study in rats. The dernial study specifically looked for
blood effects, Lhe larget for novalurown, and there were 1o trealment related effects up o the limil
Dermal, Al} dose, Although dermal endpoints were previously selecled for the intermcdiate- and long-term
Durations scenarios, Lhe toxicily profile for novaluren does not show progression of toxicity with increased

duration. Furthermore, there is no cnncern for susceptibility since no effects were observed in the
developinental or reproduction (oxicity studies in rats or rabbits. Therefore, there is no coucern
for any duration of dermal exposure and no deninal endpoinls are required.

NOAEL = 90-day feeding study in rat
4.38 LOAEL = 8.64 mga/fkg/day based on
. mg/kg/day . Occupational | elinical chemistry (deercased hemoglobin,
g:f:ﬁgﬁ;l’ All (iuhalal‘_ion- SE: ﬂlloo}i( LOC for liematoeril, and RBC counts) and
absorption MOE <100 histopathology (increased henatopoicsis
rate = and hemoesiderosis in spleen and liver),
100%)

Cancer (oral,
dennal,
inhalation)

Classification: Not likely to be carcinogenic to lmans,

Point of departure = A dala point or an estimated point thal is derived from observed dose-response data and used to
mark the beginning of extrapolation (o delermine risk associated with lower environmentally relevant human

exposurcs. NOAEL = no-obscrved adverse-effect level, LOAEL

= lowest-observed adverse-effect level, UF =
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uncerainty faclor. UF, = extrapolation from animal to human (interspecies). UFy, = potential variation in
sensilivity among members of the kuman population (intraspecies). MOE = margin of exposure. LOC = leve] of
concern,

5.0  Dietary Exposure and Risk Assessment
5.1 Food Residue Profile

An overview of the residues of concern can be found in the previous risk assessment (Memo, J.
Van Alstine, ef al., | 5-MAY-2013).

No ncw residue chemistry data were submitted for the use of novaluren in cattle and poultry
operations and horse barns to control stable flies and litter beetles. The registration request
originally came in as a non-food use. The request was brought to the Science Advisory Council
for Chemistry (ChemSAC), and the ChemSAC detenmined that the propesed use is a food use;
however, rotational crop studies and agricultural premise use studies in cattle and poultry are net
required at this time (ChemSAC Minutes 24-APR-2013).

The proposed use is considered a food use for the following reasons: 1) livestock may be
exposed to novaluron based on the proposed use pattern; and 2} novaluron-treated manure may
be spread on fields where food crops are grown. Although the proposed use is a food use,
agricultural premise use studies in cattle and poultry, as per Guideline 860.1480, are not required
at this time for the following reasons: 1) the established meat, milk, poultry, and egg tolerances
are bascd on reasonably balanced dietary burdens (RBDBs) of 16.9 ppm for beef cattle, 11.9
ppm for dairy cattle, 2.4 ppm for poultry, and 2.5 ppm for swine, and the proposed uses to
control stable flies and litter beetles are not expected to contribute significantly 1o the livestock
dietary burdens; and 2) given the proposed application instructions and product formulation
(granular), livestock dermal exposure to novaluron is expected to be insignificant from the
proposed use. Additionally, a rotational crop study, per Guideline 860.1830, that simulates the
maximum amount ol manure that can be applied to a field is also not required at this time for the
following reasons: 1) crops arc not likely to have quantifiable residues due to the application of
novaluron-treated manure to fields; 2) the available rotational crop field trials indicate that
residues are not likely 1o be taken up and the plant metabolism studies indicate that novaluron is
not readily translocated througli leaves; 3) novaluron has a fairly short half-life; and 4) using a
conservative calculation, the “application rate” of novaluron was calculated to be 0.053 Ib ai/A
due to the use of treated manure on ficlds, This “application rate” is below the limited field
rotational crop study application rate of 0.24 |b ai/A (equivalent o 4.5X) that resulted in residues
<0.05 ppm, and the confined rotational crop study application rate of 0.089 Ib ai/A (equivalent to
1.7X) that resulted in residucs <0.005 ppm,

Since the proposed uses in cattle and poultry operations and horse barns are not expected to
result in significant livestock dietary or dermal exposures in comparison to the residues resulting
from the currently registered uses, revised livestock tolerances are not required. Additionally,
crops are not likely to have quantifiable residues due o the application of novaluron-treated
manure to fields, so tolerances for indirect or inadvertent residues are ot required.

Novaluron is registered for use in food- and feed-handling establishments, including uses in
residential and commercial buildings and structurcs and their immediate surroundings, and on
modes of transportation. This use was assessed in a 201 | risk assessment and a tolerance was
established for residues of novaluron infon food and feed commodities other than those covered
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by a higher tolerance as a result of use on growing crops at 0.01 ppm (Mcmo, L. Venkateshwara,
et al.,, 15-S8EP-2011; D377471). This use has been incorporated inlo the dietary exposure
asscssment.

5.2 Dietary Risk Assessment
5.2.1 Deseription of Residue Data Used in Dictary Assessment

The pmpbsed uses did not result in changes to the most recent dietary exposure assessment
(Memo, J. Van Alstine, D401262; 15-MAY-2013); however, for the purposes of the aggregate
assessment, this information has been included in this risk assessment. A partially refined
chronic dietary-exposure (food pius water) and risk asscssment was recently conducted using
DEEM-FCID, Version 3,16, which uses food consumption data from the USDA’s
NHANES/WWEIA survey from 2003 through 2008. The assessment was performed for the
general U.S. population and all population subgroups. The chronic analysis incorporated
recently updated average PCT and PCTn data. ARs for meat, milk, hog, and pouitry
commodities were ealculated using average feld trial residues, PCTn and PCT data, and 100%
CT for some commodities. The chronic analysis also incorperated average ficld trial residucs,
tolerance-level residues for the proposed commoditics, average greenhouse trial residues for
tomatoes, and half-LOQ residues for food commaodities other than those covered by a higher
tolerance as a result of use on growing crops from the registered use in food and feed handling
establishments. Additionally, empirical processing factors for apple juice (translated to pear and
stone fruit juice), cottonseed oil, dricd plums, and tomato paste and purée, and DEEM (ver. 7.81)
defaull processing factors for the remaining proccssed commodities, where provided were
incorporated. Drinking water estimates were provided by EFED in the following memorandum:
“Drinking Water Assessment in Support of the New Use of Novaluron in Peanuts and Soybeans”
(1. Zhong, 27-AUG-2012; D402324). The combined surface water EDWC value for novaluron,
chlorophenyl urea, and chloroaniline (4.086 ppb) was directly incorporated into the assessment.

8.2.2 Perecat Crop Treated Used in Dietary Asscssment

A Screening Level Usage Analysis (SLUA) memorandum entitled, “Usage Report Package in
Support of Novaluron (124002}, BEAN DP# 407102 (C. Doucoure, 05-DEC-2012) and a PCTn
memorandum entitled, “Update of Percent Crop Treated for New Use (PCTn): Novaluron
(124002) Use on Sorghum and Sweet Corn” (C. Doucoure, ef al., 01-FEB-2013) were provided
by BEAD. The market leader approach was used by BEAD to determine the PCTn values for
sorghum and sweet com,

The chronie dictary analysis incorporated average PCT data for apples (10%), cabbage (10%),
cauliflower (<2.5%), cotton (<2.5%), pears (15%), potatoes (<2.5%), strawberrics (35%), and
tomatoes (<1%) and average PCTn data for grain sorghum (2%) and sweet corn (36%). For the
remaining food coinmoditics, 100% CT was assumed. Livestock dietary burdens of novaluron
were calculated based on the proposed/registered uses, and incorporated average [ield trial
residues, PCTn data for grain sorghum (2%} and sweet corn (36%), average PCT data for apple
(10%) and cotton (<2.5%), and an assumption of 100% CT for sugarcane, AGF, and cowpea
seed. These livestock dietary burdens were used, along with average transfer coefficients, to
calculate anticipated sccondary residues for meat, milk, hog, and poultry commodities which
were incorporated into the chronic dietary assessment.
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5.2.3 Acute Dictary Risk Assessment

An acute dietary assessment was not conducted for novaluron because an endpoint of concern
attributable to a single dose was not identified.

5.2.4 Chronic Dietary Risk Asscssment

Chronic dietary risk estimates (food and drinking water) are not of concern for the general
population or any other population subgroup. The assessmetit was partially refined and the
highest exposure and risk estimates were for the population subgroup children 1-2 years old,
which utilized 55% of the cPAD for novaluron. The chronic exposure estimate for the general
U.S. population utilized 14% of the cPAD. A summary table of dietary exposure and risk for
novaluron can be found in Section 5.2.6. Although further refinement to the analysis is not
required at this time, future assessiments could be refined using additional average field trial
valucs, additional PCT data, cooking factors, and/or monitoring data.

5.2.5 Cancer Dietary Risk Assessment

A cancer dietary assessment was not conducted because novaluron is classified as *not likely to
be carcinogenic to humans.”

5.2.,6 Summary Table

Table 8.2.6. Slmmmry of Chronie Dietary Exposure {Foot nnd:Drinking W.}tcr) g Ihsk for Novaluron.'

‘Acute Dietary ... Chromc Dtelarv - Cancer .
I Dtcmr S Dtcta . __-I)u_alaty o
Population buhgruup E\posuie "‘/u aPAD Exposﬁe | % ePAD Exposure | Risk
' {me/kgilay) (mg/kg/day) (ing/he/day) o
General U.S. Populalioa 0.001596 14
Al Infants (<1 year old) 0.00238% 22
Children 1-2 vears old 0.006033 35
Childrea 3-5 vears old 0.0044320 36
Children 6-12 vears old N/A N/A 0.002505 23 N/A N/A
Youlh 13-19 vears old 0,001340 12
Adulls 20-49 years old 0.081164 11
Adults 50-99 vears old 0.001213 13
Feraales 13-49 years old 0.001154 11

" Populalioa with the greatesl exposure is in bold.
6.0 Residential {(Non-Occupational) Exposure/Risk Characterization

A residential exposure assessment was provided in a HED memorandum dated 21-MAY-2013
(L. Venkateshwara; D410803). Residential handler and post-application exposures are
anticipated from the proposed use of the novaluron dog spot-on product. In assessing these
exposures, the Health Effecis Division's (HED) 2012 Standard Operaiing Procedures (SOPs) for
Residential Pesticide Exposure Assessment: Treated Pets' was uscd. Some of the data included
in the 2012 Treated Pet SOP are proprietary and, thus, are subject to the data protection
provisions of the Federal Insecticide, Fungicide, and Rodenticide Act {FIIFRA). The proposed
use lo contro! stable flies and litter beetles in cattle and poultry operations and horse barns will

U hup:fwww.epa.sovipeslicides/science/residential-exposure-sap.himl
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not result in residential exposures since the product will not be applied by homcowners or by
comnercial applicators in residential settings.

There are existing residential uses of novaluron that were reassessed in April 2013% and arc
summarized herc to reflect updates to HED's 2012 Residential SOPs
(http://www.epa.gov/pesticides/scicnce/residential-exposure-sop.html) along with policy changes
for body-weight assumptions. Novaluron is registered for both indoor and outdoor applications
to control crickets in residential and commercial buildings and structures and their immediate
surroundings and on modes of transportation (Memo, L. Venkateshwara, 25-JAN-2011;
[378634). Only the indoor use was assessed as this is believed to result in a greater risk
potential than the outdoor perimeter treatment which is only for areas that adults and children
would not contact regularly, such as around window frames and doors. This use results in the
highest short-term adult and children residential exposures, and the MOEs are provided in
Section 6.3. '

6.1 Residential Handler Exposure

Novaluron is proposed for residential use as a spot-on for dogs. CSI Fipronil + Novaluron is
proposed as a monthly topical solution for continuous protection against fleas, ticks, flea eggs,
[tea larvac {mosquitoes), and chewing lice. The spot-on product is designed to be scll-contained
as it is applied directly from the tube to the pet with the tip of the applicator used to part the pet’s
hair.

HED uses the term “handlers™ to describe those individuals who are involved in the pesticide
application process. HED believes. that there are distinet tasks related to applications and that
exposures can vary depending on the specifics of each task. Residential handlers are addressed
somewhat differently by FED as homeowners are assuimed to complete all elements of an
application without use of any protective equipment.

Residential handler dermal and inhalation cxposures are expected to oceur from the proposed
novaluron spot-on product when applied to dogs; however, quantitative assessments were not
conducted for the following reasons: 1) no dermal hazard was identified; and 2) inhalation
exposure is considered negligible for the application of spot-on products.

6.2 Post-Application Exposure

There i3 the potential for post-application exposure Tor individuals exposed as a result of
contacting a dog previously treated with the proposed novaluron spot-on product. The
quantitative exposure/risk assessment for residential post-application exposures is based on the
following scenario:

e Post-application incidental oral exposure (children 1 to <2 years old only) from
contacting dogs treated with novaluron.

Because no dermal hazard has been identificd for novaluron, only incidental oral exposures were
assessed. The lifestages selected for each post-application scenario are based on an analysis

* 1. Venkaleshwara. Novaluron, Occupotionsd and Residentiod Exposure Assessment Jor u Proposed Use on
Peanuis and Sovbeans ond a Reevoluotion of Existing Residential Uses with the Updoted Residential SOPs) 10
reflect updates to HED's 2012 Residential SOP. 30-APR-2013; D4G1261.
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provided as an Appendix in the 2012 Residential SOPs’. These lifestages are not the only ones
that could be potentially exposed for these post-application scenarios; however, the assessment
of these lifestages is health protective for the exposures and risk estimates for any other
polentially exposed lifestages.

MNovaluron Hwman-Heallh Risk Assessment

Current HED policy requires assessment of short-, intermediate-, and long-term exposures from
pet spot-on prochicts due to the preventative nature of pet products and the potential from
extended usage in more temperate parts of the country; therefore, this assessment has considered
all durations of exposure.

A series of assumptions and exposure factors served as the basis for completing the residential
post-application risk assessment, Each assumption and factor is detailed in the 2012 Residential
SOPs, The 2012 Residential SOP for treated pets recommends assessment of post-application
exposures using day of application (i.e., Day 0) residue transfer, which is defined as a fraction of
the application rate (Fag). If chemical-specific transferable-residue measurements are not
available, then a standard value for the Far for transfer is used. No exposure data were
submitted in support of the proposed novaluron spot-on product; therefore, HED used the
screening-level Fap point estimate (0.02), as rccommended in the 2012 Residential SOPs, to
asscss post-application incidental oral exposure.

The short-, intermediate-, and long-term incidental oral MOLs for children | to <2 years old
from exposure to the proposed novaluron pet spot-on product are provided in Table 6.2. None of
the exposure estimates are of concern for any sized dog (alil MOEs 220,000),

Table 6.2. Residential Post-Applicalion Non-Cancer Exposure and:-Risk Eslimafes from the Proposed
MNovaluron Spot~On Product; All Duraiions (Dav-0 Fap). -
Post-application Exposure L,
Lilesinge Scenurio APPI(!E?:!:S,RMQ Dose (mg/kg/day)* MOES*
Use Site | Ronte uf Exposure B o

0.14 (small) 0.000141 31,600
Children | 10 BGog . 0.28 (medium) 0.00017 26,000
<2 Years Old |  Spot-on Incidental Dral o e rermediate) 0.00022 30,000
0.85 (large) 000021 20,000

"[3ased on proposcd labe! (Reg. No. S3883-NEW).

? Hand-10-Meuh Dase = |(Hand Residue Leoading (nig/em?) ¢ Fraction of and Memthed (0.13) » Surface Area of | Hand {150
e’y = Exposure Time (1.5 hrs/day) * # of Replenishmeaot Intervals/hr (1 in/hr) = (1-(¢1-Saliva Extraction Factor
(0.5 (Number of Hand-1o-Mouth Evenis per Hour {13.9 cventsthr) ) + (# of Replenishinent Intervals/hr)y] / Body Weigh (11
kg eliild {10 <2 years old years old)].

T MOE = Incideoial Qral POD (mg/kgiday) / Dose {mg/kp/doy).

6.3  Summary of Residental Exposure as a Result of the Registered Uses
Table 6.3 summarizes the residential exposures and risk estimates for the previously assessed

and registered crack and erevice use of novaluron to control crickets (Memo, L. Venkateshwara,
30-APR-2013; D401261). All residential handler and post-application scenarios resulted in

MOEs greater than 100 and are not of concern to HED.

1 Available: hipe/ivww.epa,povipesticides/science/residential-cxposire-sep.iiml
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Repgistercd Novakron'Uses. w0 s 0

Indoor
crack and
crevice /

spol

trealiment -

Mixiig/loading/applying wellable

Rf_f;i;?;_al powders with low-pressure handwand 0.00014 3.200
Inhalation Applyl_ng re.ady-lo-use formulations 0.0000076 570,000
wilh Iripger-pump sprayer
Post- Adults 0.000049 89,000
application Children n
Inhalation (1 10 <2 vears old} 0.00021 21,000
Crack Carpel 0.00059 7400
Posi- and Hard -
o o Children 0.000196 22,000
appl.lcallon Crevice surfaces (l lo <2 years
Incidental Carpet Id 0.00288 1,500
Oral Spol Hard old)
P 0.00096 4,600
surfaces

D401261

6.4 Resideutial Risk Estimates for Use in Aggregale Assessment

Table 6.4 reflects the residential risk estimates that are reconunended for use in the aggregate
assessment for novaluron, The indoor use of novaluron as a craek and cerevice use results in
higher short-term exposures than the proposed pet spot-on use; therefore, the craek and crevice
use scenarios are recommended for the short-term aggregate assessment {see the April 2013
memo™). The only intermediate- and long-term residential exposures are front the proposed dog

spot-on use; therefore, the proposed pet spot-on use seenarios are recommended for

ittermediate-term and long-lerm aggregate assessment.

e The recommended residential exposure for use in the short-term adult aggregate
assessinent reflects inhalation exposure from both indoor and outdoor applications via a
low-pressure handwand.

¢ The recomimended residential exposure for use in the short-lerm children | to <2 years
old aggregate assessment refleets inhalation and hand-to-mouth exposures from post-
applieation exposure to indoor applications

¢ The recommended resideutial exposure for use in the intermediate- and long-term
children I to <2 years old aggregate assessinent refleets post-applieation hand-to-moutl
exposures from the dog spot-on use.

' L. Venkateshwara. Navalnron. Gcenpotional nnd Residemiol Expnvure Assessment for a Proposed Use on

Peamits and Soybeans and a Reevaliation of Existing Residential Uses witl the Updated Residential SOPs) fa
reflect npdates to HED s 201 2 Residential SOP. 30-APR-2013, D40126].
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Table 6.4. Recommenlatious fir the Residentiat] Expasures for the Novaluron Angregate Assessment.'

Residential Hamibler

Resitlential Post-application

Lifesinge Dose (mg/kg/dayy MOE? Duse (luglkghlay)! e MOE?
l)eruml|l'rilla]alianf Total [)crmal] Inhalztion 1' Totsl | Dermal | Inhalation ()r:el'l Total [)crm'al{ Inhalation I Oral | Total
Shart-Term
Adult NA | 006061 | 000004 § NA 1 3300 ] 3,200 N/A 0000049 NfA_ 1 5060049 NA 89,000 NIA 86000
Child NiA MNIA 0.00021 000288 | 0.0431 NA 21,000 1,500 14
Intermediate- and Loug-Ferm
Adull Male N/A NiA NA NiA NA NIA NA Nia NfA
Child NIA Nid 0.00022 | 0.00022 N/A WA 20,088 24,068

"Bnldud risk cstinales should connibule (o the resilential exposme portion of the aggresale assessmenl.

! Residential Handler Dose = the highest handler dose for cach applicable lifestage of all scenarios assessed (see Table 6.3). Total = inhalation only,

' Residemial Handla MOE = the MOES associated with the highest doses idennfied (see Table 6.3). Totat = Iwhalatien MOE only.

*Residential Post-application Dose = (e llighest post-application dose for cach applicable lifestage of all seenmios assessed (see Tables 6.2 and 6.3). Tolal = inhalation + incidental oal, wheie

applicable.

* Residenuial Most-application MOE = the MOEs associaled with the highest doses identified (sce Tables 6,2 and 6.3). Foiul = I4({ I/Inhalation MOE) + (1/Incidental mal MOE)) wheie applicable,
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7.0 Aggrcgate Exposure/Risk Characterization

In accordance with the FQPA, HED must consider and aggregate pesticide exposurcs and risks
from three major sources: food, drinking water, and residential exposures. In an aggregate
assessment, exposures from relevant sources are added together and compared to quantitative
estimates of hazard {(e.g., a NOAEL or PAD), or the risks themselves can be aggregated, When
aggregating exposurcs and risks from various sources, HED considers both the route and
duration of cxposure. In the case of novaluron, aggregate risk assessments were performed for
short-term aggregate exposure (food + drinking water + residential} and intermediate-term
aggregate exposure (food + drinking water + residential), Even though there are long-term
residential exposures, the intermediate-term aggregate assessment is protective of chronic
aggregate exposure since there is no progression of effects in the database and there is only one
POD for all durations of incidental oral exposure. An acute aggregate assessment was not
conducted for novahiron because an endpoint of coneern attributable to a single dose was not
identified. Additionally, a cancer aggregate assessment was not eonducted because novaluron
was classified as “not likely to be carcinogenic to humans.” All potential exposure pathways
werce assessed in the aggregate risk assessment.

7.1 Short-Term Aggregate Risk

Short-term (1- to 30-day) aggregate risk asscssments are necessary for both adults and children
since there is potential for both short-term handler exposure and short-term post-application
exposurc from the residential uses of novaluron. For the shorl-term aggregate risk assessment,
potential residential cxposures were combined with food and drinking water cxposures. A short-
term dermal endpoint has not been selected for novaluron; therefore, the short-term adult and
child aggregate risk estimates do not include dermal exposures. Specitically, the short-term
aggregate assessment for adults combines dietary exposures with handler inhalation exposures
resulting from the indoor crack and crevice uses. For young children, the short-term aggregate
asscssment combines dictary exposure with potential post-application inhalation and incidental
oral exposure (from hand-to-mouth contact with treated surfaces) resuiting from the indoor uses.
See Table 6.4 for more information on the residential risk estimates that are recommended for
use in the aggregate assessment for novaluron.

The short-term residential exposure estimates were aggregated with the chronic dietary (food +
drinking water) to provide a worst-case estimate of short-term aggregate risk for the U.S,
population and children 1-2 years old (the child population subgroup with the highest estimated
chronic dictary food + drinking water exposure). As the short-term aggregate MOEs arc greater
than 100, risk estimates do not exceed HED's LOC.

[ Table 7.1. Shovt-Ternt Agoreante Risk Colenlations for Novaluron.
Shori-Term Scenurio’ :
Populalion . e 3] Average Bielnry | - Resiitential Aggregate MOE
Subgroups ln:\;’gﬁi};‘jﬁv) Loc? M{Tl:gi{\ !;3};'30 Lxposure Exposure’ lictary and
: 10 sfday {mg/lkolday) {rug/ke/day) residential)’
Adult 4.38 100 0.0438 {.001395 0.00014 2500
Children 1-2
years ald 4.38 100 0.0138 0.006033 (.003} 480

' A short-lerm dermal cikdpoim has nor been sclecied for novaluroa; therefore dermal exposure was nnt included in the shortaerm

aggregale aysessment.

* The LOC (larget MOE) includes 10X for interspeeies exurapplation and 16X for imraspeeies variaion.

! Maximum Exposure {ing/kg/day) = NOAEL/Targer MOE.
* Resideatial Exposure = Mandler Inhalation Exposure For Aduhs and [Post-applieation Oral Expnsure + Fosl-applicaion

Ishalation Exposure] for Children.
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" Ageregaic MOE = [NOAEL + (Avg, Diclary Exposure + Residential Exposure)].

7.2 Intermcdiate-Term and Chranic Aggregate Risk

Intermediate-term (1- to 6-months) and chronic (>6 months) aggregate risk assessments are
necessary since there is the potential for intermediate-term and long-term post-application
exposure from the proposed dog spot-on use of novaluron. Since there is no progression of
effects in the toxicology database and there is only one POD for all durations of incidental oral
exposure, the intermediate-tcrm aggregate assessment is protective of chronic/long-term
aggregate exposure,

For the intermediate-term aggregate risk assessment, potential residential exposures were
combined with food and drinking water exposures. An intermediate-term dermal endpoint has
not been selected for novaluron, and inhalation exposure is considered negligible for the
application ol spor-on products; therefore, the intermediate-term aggrepate risk estimates do not
include dermal and inhalation exposures. For young children, the intermediate-term aggregate
asscssment combines dictary exposure with potential post-application incidental oral exposure
(from hand-to-mouth contaet with treated pets) resulting from the dog spot-on use. For adults,
since there is po dermal endpoint and inhalation exposure is expected to be negligible, the
average dietary consumption (food + drinking water) exposure estimate is representative of
intermediate-term aggregate risk. See Table 6.4 for more information on the residential risk
estimates that are rccommended for use in the apgregate assessment for novaluron.

The intermediate-tern indoor residential exposure estimates were aggregated with the chronie
dielary (food+ drinking water) to provide a worst-case estimate of intermediate-term aggregate
risk for adults and children 1-2 years old {the child population subgroup with the highcst
estimated chronic dietary food + drinking water exposure). As the intermediate-term aggregate
MOEs are greater than 100, risk estimates do not exceed HED’s LOC. The intermediate-term
aggregate risk assessment is protective of chronic/long-term aggregate exposure.

Table 7.2. Intermediate-Term and Chronic Aggrepgate Risk Calculations for Novaluron,
: o i Intermediale=Tern: Scenario’ o : -
Populalien R : e oo 31 Avernge Dietary | Residential | Aggregale MOE
Subgroujis (ni‘?:xﬁ]l; A Loc? M{r:; ﬁ:r;?f:")e CExpwsure ] Expusine’ | (dictary and
sTkgiiny BRe/cay (mgfkpiiny) {mesko/dav) residentialy’
Adull A1.38 100 0.0438 0.0111596 N/A 2,700
Children 1-2 438 100 0.0138 0.006033 0.00022 700
years old

A inlermediale-leem dermal endpoinl has not been selecled for novaluron, and inhalalion expusure is eonsidered negligible
for the applicntion of spol-on produets; therefore, the inlermediatg-lerm aggregale risk estimale does nol include dermal and
inhalalion exposurcs.

* The LOC Gargel MOE)Y inchides 11X for interspecics exirapolation aad 10X fiir imraspeeies varialion.

! Maximum Exposure (mg/kg/day) = NOAEL/Targel MOE.

* TFor adulls, since there is no dermal endpoint and inhalalion exposure is cxpected 10 be negligible, there is na residential
expusure slimaie lo combine with dielary exposurcs. For children, Rlesidential Exposure = {Incidenial Oral Exposure +
Dennal Expasure + Inhalation Exposure].

* Agpregale MOE = [NOAEL + {Avg. Dietary Exposnre + Residential Exposure}).

8.0  Cumulativc Exposure/Risk Characterization

Unlike other pesticides for which EPA has followed a cumulative risk approach based on a
common mechanism of toxicity, EPA has not made a common mechanism of toxicity finding as
to novaluron aud any other substances and novaluron does not appear to producc a toxic
metabolite produced by other substances. For the purposes of this tolerance action, therefore,
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EPA has not assumed that novaluron has a common mechanism of toxicity with other
substances, For information regarding EPA’s efforts to determine which chemicals have a
commeon mechanism of toxicity and to evaluate the curmilative effects of such chemicals, see the
policy statements relcased by EPA’s Office of Pesticide Programs concerning commeon
mechanism determinations and procedures for cumulating effects from substances found to have
a common mechanism on EPA’s website at hitp://www.cpa.gov/pesticides/cumulative/.

9.0  Occupationai Exposure/Risk Characterization

Occupational exposure assessments of the proposed uses were provided in HED memorandum
dated 21-MAY-2013 (L. Venkateshwara; D410803) and 21-MAY-2013 (L. Venkateshwara;
D406091).

9,1 Shori-/Intermediate-Term Handler Risk

Dog Spoet-On Usc

For the dog spot-on use, there is the potential for occupational handler exposure (i.e.,
veterinarians, veterinary assistants, and groomers). However, there is no dermal toxieity related
with the use of novaluron and inhalation exposures are expected to be negligible from
application of the spot-on product; therefore, quantitative asscssments were not condueted.

Cattle and Poultry Opcrations and Horse Barns Usc

For the cattle and poultry operations and horse barns use, occupational handler exposure is
expected, The scenarios assessed for occupational handlers include: loading/applying granules
by backpack; loading/applying granules by belly grinder; loading/applying gramules by cup;
loading/applying granules by rotary spreader; loading/applying granules by spoon; and applying
granules via hand dispersal.

It is the policy of HED to use the best available data to assess handler exposure. Sources of
generic handler data, used as surrogate data in the absence of chemical-specific data, include the
Pesticide Handlers Exposure Database (PHED} 1.1, the Agricultural Flandler Exposure Task
Force (AHETF) database, the Outdoor Residential Exposure Task Force (ORETF) database, or
other registrant-submitted occupational exposure studies. Some of these data are proprietary
(¢.g., AHETF data), and subject to the data protection provisions of FIFRA. The standard values
recommended for use in predicting handler cxposure that are used in this assessment, known as
“unit exposures,” arc outlined in the “Occupational Pesticide Handler Unit Exposure Surrogate
Reference Table’,” which, along with additional information on HED policy on use of surrogate
data, including descriptions of the various sources, can be found at the Agency website®,

Based on HED ExpoSAC SOP No. 9.1, the area treated in a day was assumed to be I acre for
cattle operations, poultry operations, and horse barns. The average adult body weight of 80 kg
was used for estimating inhalation dose because the sclected toxicological PODs are not based
on developmental effects. There is no short- or intermediate-term dermal POD. The inhalation
cndpoints were sclected from a 90-day feeding study in the rat. Since inhalation absorption data
are not available, toxicity by the inhalation route is considered to be equivalent to toxicity by the
oral route of exposure.

5 . ot ~ .
Available: hup//www epa eoviopn001] sciencedundlier-cxpbsineable.ndf
¢ Available: hup:Zvwv.epasovipesticides/sciencesiand ler-expasure-data hmi
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HED classifies exposures from 1 to 30 days as short-term and exposures and from 30 days to six
months as intermediate-term, Exposure duration is determined by many things, including the
exposed population, the use site, the pest pressure triggering the use of the pesticide, and the
cultural practices surrounding that use site. For most commercial pest control, it is reasonable to
believe that oceupational handlers will not apply the same chemical every day for more than a
one-month period; however, commercial applicators may apply a product over a period of
weeks. In warm climates, flies breed year round and repeated applicatious of novaluron are
needed to keep the fly larvae and litter beetles under control, resulting in short and intermediate-
term exposures to handlers. Long-term exposure is not expecied.

For pesticide handlers, it is HED’s standard practice to present estimates of dermal exposure for
"*bascline”,; that is, for workers wearing a single layer of work clothing consisting of a long-
sleeved shirt, long pants, shoes plus socks, and no protective gloves, as well as for “baseline” and
the use of protective gloves or other PPE as might be necessary. For the proposed new use of
novaluron granule for {ly control, no PPE, except gloves, were recommended on thie label.

The occupational handler short- and intermediate-term non-cancer inhalation exposure risk
estimates are not of concern to HED with baseline attire (i.e., single layer of clothing, no gioves,
and no respirator} for all loader/applicator scenarios. With baseline attire, the short- and
intermediate-term inhalation MOEs for all loader/applicator scenarios for novaluron application
ranged from 470 to 22,000,

Table 9.1, Short-and Intermediate-Term Inhalation Ocenprtions| Exposure and Risk Estimates for
Novalnron. All Estimates are at Baseline Mitigation (i.c., Without a Respirator).” :
Maxiunm Area Trealed or Enfuiatiou
Exposure Inhulalien Unit Mlpiw*\twu Rule : : T T T
Seenario ‘Exposure (pgr’lb al) {ibau’A} S . [QE i
- i, oadenApplan(or
L7A, Granuiar, o
Backpack 238 L6 t 0.000476 8,200
LA, Granutar, 62 16 1 0.00524 3,500
Belly gromter
LA, Granulur, Cup 12.3 1.6 i 0.000235 18.000
L/A, Granular, 5 n
Rivary Spreader 10 1.6 i 0.0002 22.000
LiA, Granular, 121 16 i 0.10243 1,800
Spoon
_ Applicalor
Applicator, Hand 470 1.6 ; 0.0094 470
Dispersal

Based on “Occupalineal Pesticide Handler Unil Exposure Surrggate Reference Table™ (March 2012); includes dala from

PUEDFORETFAHETF flevel of miligating: Baseline, PPE, Eng. Comiols), The use does ngt fall under the worker prolection standard EWPS1L

* Bused on registered or proposed label (Reg, Mo, #53883xwx).

* Bxposure Science Advisnry Council Policy #9.1.

* lnbalativn Dose =Inhaluion Unil Exposure (gdb ai) x Conversion Factor (0.001 mgrfug) x Application Rate (Ih aifacee) x Area Treated or
Amoynt Handled Daily (Adday} /BW tka).

* tahalmion MOE = Inhalationr ROAEL (mg/kg/day)/ Inhalation Dose (ing/kg/day).

9.2 Short-/Intermediate-Term Post-Application Risk

HED uses the term post-application to describe exposures that occur when individuals are
present in an environment that has been previously treated with a pesticide (also referred to as re-
entry exposure). Such exposures may occur when workers enter previously treated areas to
perfortn job fimctions, including activitics selated to crop production, such as scouting for pests
or harvesting. Post-application exposure levels vary over Lime and depend on such things as the

Page 25 of 33
84



Novahuron Human-Health Risk Assessment DP No. 404422
type of activity, the nature of the erop or target that was treated, the type of pesticide application,
and the chemical’s degradation properties. In addition, the timing of pesticide applications,
relative to harvest activities, can greatly reduce the potential for post-application exposure.

Dog Spot-Gn Use

For the proposed novaluron dog spot-on use, occupational post-application activities are
expected to be significantly less than residential post-application exposures. Dogs are expected
to be treated and returned to their owners such that occupational post-application contact will be
negligible. As a resuit, no quantitative occupational post-application exposure and risk
assessment has been performed. The residential post-application exposure and risk assessmeni
(Section 6.2) is considered protective for any potential oceupational post-application exposures
and risks.

Cattle and Poultry Operations and Horse Barns Usc

For the proposed use of novaluron to control stable fly larvae in cattle operations and horse
barns, and to control litter beetles in poultry operations, there are no site-specific post-application
activities performed after treatment of fly breeding areas. Therefore, a quantitative post-
application assessment was not conducted for the proposed use of novaluron granules.

The proposed Novaluron® 0.2G label has no Worker Protection Standard requirements;
therefore, a restricted-entry interval (REL) is not applicable for the proposcd use of novaluron.

10.0 References

Previous Risk Assessments
s Van Alstine, [, et al., | 5-MAY-2013, D400705. Novaluron: Human-Health Risk
Asscssment for Proposed Section 3 Uses on Peanut and Soybean.

o Venkateshwara, L. et al., 15-SEP-2011, D377471. Novaluron: lHuman-Health Risk
Assessment for Proposed Section 3 Uses on Sweet Corn and in Food- or Feed-Handiing
Establishments.

e  Van Alstine, 1., ef al., 23-FEB-2010, D364307. Novaluron: Human-llealth Risk
Assessiment for Proposed Section 3 Use on Grain Sorghum.

HASPOC Memo
e Van Alstine, 1., 17-APR-2012, TXR # 0052351, Novaluron: Sumumary of Hazard and
Science Policy Council (HASPOC) Meeting of March 15, 2012: Recommendations on
the requirement of a subchronic inhalation study for novaluron.

ChemSAC Minuates
o ChemSAC Minutes 24-APR-2013

Dietary Memo
¢ Van Alstine, J., 15-MAY-2013, D401262. Novaluron. Chronic Dietary (Food and
Drinking Water) Exposure and Risk Assessment for the Proposed Uses on Peanut and
Soybean.
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Drinking Water Memo
e Zhong, H., 27-AUG-2012, D402324, Drinking Water Asscssment in Support of the New
Use of Novaluron in Peanuts and Soybeans.

Occupational and Residential Exposure Memos
e Venkateshwara, L., 21-MAY-2013, D406091. Novaluron. Occupational and Residential
Exposure Assessment for a Proposed Use to Control Stable Fly Larvae in Cattle
Operations and lorse Bamns, and to Control Litter Beetles in Poultry Operations.

e Venkateshwara, L., 21-MAY-2013, D410803. Novaluron: Occupational and Residential
Exposure and Risk Assessment for Proposed Pet Spot-On Use,

e Venkateshwara, L., 30-APR-2013, D401261, Novaluron. Occupational and Residential
Exposure Assessment for a Proposed Use on Peanuts and Soybeans and a Reevaluation
of Existing Residential Uses with the Updated Residential SOPs.

e Venkateshwara, L., 25-JAN-2011, DP 378634, Novaluron Occupational and Residential
Exposure/Risk Assessment for a Crack and Creviee Use.

ce: J. Van Alstine, A. Dunbar, L. Venkaleshwara
RDI: RABIL {035-15+2013); G, Kramer (05-10-2013}
J. Van Alstine: 8-10951: Polomac Yard 1 (PY1): (703)603-8866: 7509P: RABI
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Appendix A. Toxicology Profile and Exccutive Summaries

A1 Toxicology Data Requirements

Tlhie requirainents (40 CFR 158.340) for novaluron are in Table A.1. Use of the new guideline numbers does not

imply that the new (1998) guideline protocels were used.

oxicology Ddts Requirenients, "

Tabld' AL

“Techuica

SURequired T

s Satisfied

870.1100  Acute Oral TORICIY oo, Yes Yes
870.1200  Acute Dermal TOXICItY . ccreiriirim e et s crssnees Yes Yes
870.1300  Acute Inhalation TOXICITY.coivviveereeecee e rieie s Yes Yes
§70.2400  Acute Eve ITitation .o svss e e Yes Yes
870.2500  Acute Dermal Irmtation e ses e snns Yes Yes
8702600  Skin Sensitizalion .......cccerviriiiiiiiovinirrinrissnerrerrspereses Yes Yes
870.3100 90-Day Oral Toxicity in Rodents .o..ovveivinvecenineiieenn Yes Yes
8703150  90-Day Oral Toxicity in Nonrodents ..o coineenr e No No
870.3200  21/28-Day Dermal TOXICItY ..o oo Yes Yes
870.3250 90-Day Dermal TOXICILY wvviiiiieinnisiisverrrerreeesneees No No
870.34635  90-Day Inhalation TOXICILY v..v viivierivieisierreesesriesiensios No No
870.3700a Prenatal Developmental Toxicity (rodent) ..o Yes Yes
870.3700b Prenatal Developmental Toxicity (nonrodent) .............. Yes Yes
870.3800 Reproductien and Fertility Effects Yes Yes
870.4100a Chronic Toxicity (rodent)......ovivimeernreeeneienens No No
870.4100b Chrouie Toxicity (nonrodent}......ocovveievviniceicrrenn Yes Yes
870.4200a Carcinogenmiclly (Tal) ..o v No No
8§70.4200b Carcinogeiicity (INOUSE} .cooiiiviicuniivrrerseeasmresseneeeneins No No
870.4300- Combined Chronie Toxicity/Carcinogenicity (wice

LT L) O UOUO OO U OO U SR PEPRE R UOTRR N Yes Yes
870.5100 Mutagenicity—Bacterial Reverse Mutation Test.......... Yes Yes
870.5300 Mutagenicity—Mammalian Cell Gene Mutation Test .. Yes Yes
870.53375  In vitro Mammalian Chromosomal Aberrations............ Yes Yes
870.53395 Mammalian Erythrocyte Micronucleus.....covovivivnien Yes Yes
870.5550 Unscheduled DNA Synthesis Yes Yes
870.5550 Mutagenicity—Rec assay with Bacillns subtiliz Yes Yes
870.6200a Acute Neurotoxicity Screening Battery {rat} oo, Yes Yes
870.6200b 90-Day Neurotoxicity Serecning Battery (rat) ... Yes Yes
870.6300° Developmental NeurotoXiCity ..., . vipvecimsssssseeseseseees No No
870.7485 Metabolisin and Pharmacokinetics. ... .o rereerenerreees Yes Yes
£70.7600 Demmal Penetration ... ceeevivsieemerevsiessenesennnes Yes Yes
8707800  InMURDLOKICILY wovevereveireeeeee i r st basbasissess Yes Yes
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4‘&;2

Toxicity Profilcs

Table A.2.1. “‘Acute Toxicity. of Novaluron.. ¥

MRID#(s)

Guideline No, | Stndy Type 70 Results | i’i‘d‘.{icit}f Citegory
fg ?-.:)100 Acute Oral (rat) 44961001  |LDg>5000 mghkg |1V
870.12
(8 I0~’)I} o Acute Dernal (rat) 45003201 LDse =2000 mg/kg 1l
ety [Acute Inhalation (ra) 45003202 {LCs0>5.15 mylL v
ESSTIOE;%UO Primary Eye lrritation {rabbit) 45003203 Not an eye irritant v
f_glo:szs)oo : Primary Skin lgritation (rabbit} 45003204 Not a dermal irritant v
87.2600 I . . s
(81-6) Dermal Sensitization (guinca pig) {45084001 Not a dermal sensitizer | N/A
g )

Table A.2.2.-8ubehronie, Clivonic. anil Other Toxieity Profile, ion. 0

IResnlis

Gnuirleline Study Type | - MRID No, (year)/
No. - ‘Clnssifieation /Doses -~ | . -
870.3100 90-Day oral 45651504/45651503 NOAEL = 320 ppm (22.2 mg/kg/day} in males
lexicity (rat} (1993/1990); and 50 ppm (4.38 my/kg/day) in females,
Acceptable/guideline LOAEL = 400 ppm (27.77 mgfkg/day) in males
Study I; 0, 50, 100, 200, based on increased occurrence of
or 400 ppm (cquivalent to | extramedullary hematopoicsis and
0, 3.52, 6,93, 13.03, and hemosiderosis in spleen; and 100 ppm (8.64
27.77 mg/fkg bwiday, mg/kg/day} in females bascd on reduction in
respectively inmales and | hemoglobin, hematocrit, and RBC count;
0, 4.38, 8.64, 17.54, and increasced occurrence of extramedullary
34.39 mg/kg bw/day, hematopoiesis in the spleen and hemosiderosis
respectively in females) in the spleen and liver.
Study 1l: 0, 10, 320, or
10,000
ppim (cguivalent to0 0, 0.7,
222, and 713 mykg
bwrday, respectively in
males and 0, 0.8, 24.3,
and 734 mg/kg bw/day,
respectively in females)
870.3200 28-Day dermal 45288501 (1998); Systemic NOAEL = 1000 mg/kg/day.
toxicity (rat) 0, 75, 400, 1000 LOAEL = not established.
mg/kg/day Dermal NOAEL = 1000 mg/kg/day.
Aceeptable/Guideline LLOAEL = not established.
870.3700a Prenatal 45082602 (1997); Matermnal NOAEL = 1000 mg/kg/day.
developmental in | 0, 250, 300, 1000 LOAEL = nut established.
{rat) mg/kg/day Developmental NOAEL = 1000 mg/kg/day.
Acceptable/Guideline LOAEL = not established.
870.3700b Prenatal 15638316, 45638318, Maternal NOAEL = 1000 mg/kg/day.
developwinental in | 45638317 LOAEL = not established.
{rabbit) {(1997,1998); Developmental NOAEL = 1000 mg/kg/day.
0, 100, 300, 1000 LOAEL = not established,
mg/kg/day
Aceeptable/Guideline
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Table A2.2Z, Subehronic, Clhironic, and Other Toxieily Profile.

Guideliue Stady Type MRID No, {ycary Resulis
“No, C b Classification /Doses oL

870.3800 Reproduction and | 45651505 (Main Study, Parentnl NOAEL = not established.
fertility cffects 1999), 45638319 LOAEL (M/F} = 74.2/84.0 mg/kg/day bascd on
(rat) {Prelininary Study, increased absolute and relative spleen weiglts,

1993); Offspring NOAEL =not cstablished.
0, 1000, 4000, or 12,000 LOAEL (M/F) = 74.2/84.0 mg/kg/day bascd on
ppm; increased absolute and refative spleen weights.
M: 0, 74.2,297.5, or Reproductive NOAEL (M/1I7) = 74.2/1009.8
894.9 mg/kg/day mg/ka/day.
Fi 0, 84.0,336.7, or LOAEL (M)} = 297.5 mg/kg/day based on
1009.8 mg/kg/day decreased epididyinal sperm counts and
Acceptable/Guideline increased nge of preputial separationt in the F,
generation,
Reproduetive LOAEL for feinales was not
established.

270.4100a Clwonie toxieity 45638320 (1999); NOAEL = 10 wng/kg/day.

(dog} 0, 19, 100, 1000 LOAEL = 100 mg/kg/day based on
mgkg/day hematologic changes associated with
Acceptable/Guideline histopathological changes in liver and spieen.

870.4200 Chronie/ 43631506 (1995) NOAEL (M/T) = 1,1/1.4 mg/kg/day.
Careinogenicity 0, 25, 700, or 20,000 ppm | LOAEL (M/FF) = 30.6¢39.5 mg/kg/day based on
{rat) test material; erythrocyte damage and turnover resulting in a

M: 0, 1.1, 30.6, and 884.2 | rcgenerative mild anemia,
mgfkg/day

F: 0, 1.4,39.5, and

1113.5 mg/kg/day No Evidencc of Carcinogenicity
Acceptable/Guideline

8704300 Chronie/ 45651507/45877901 NOAEL (M/F) = 3.6/4.3 mg/kg/day.
Carcinogenicity {2000/2003); LOAEL (M/F) = 33.4/63.3 mg/kg/day based on
{mousec) 0, 30, 450, or 7000 ppm increased erythrocyte turnover duc to

test material; hemoglobin oxidation and resulting in a mild
M: 0,3.6,53.4,0r800.0 | anemia.
ng/kg/day
F:0,43,633,0r913.4
mg/ke/day No Bvidence of Carcinogenicity
: Accepinble/Guidceline

870.5100 Saimonella 44961013 {1997y, Novaluron, tested up to the litnit of solubility
typhimurium and 1§ 0, 312.5, 625, 1250, 2500, ; (2500 pg/plate) and the linit dose {5000
£scherichia eoli or 3000 pg/plate it the pe/plate), was not cytotoxic with or without §9
Reverse Mutation | presence and absence of | activation in four 8. syphipnsrium strains and
Assay metabolic activation (£89) | one strain of E. cofi, and did not induce a

Acccptable/Guideling genotoxic respounse in any strain,

870.5100 Salmonella 45030003 (1986); Novalyron, tested up to the limit of solubility
fyphimurium- 0, 10,33, 100, 333, 1000, | (3333 pg/plate), was not eytotoxic with or
bacterial reverse or 3333 pg/plate in the without S9 activation in five 5. fyphimurinm
gene mutation presence and abscnee of straing, and did not induce a genotoxic response
assay mammalian metabolic in any strain.

activation (z89)
Acceptable/Guidceline
870.5300 Genc Mutation 456383211989, There was no evidence of biologically

0, 50, 100, 125, 150, 175,
or 200 pg/mi with and
without inctabolic
activation {89-mix) in two
independent assays.

Aceeptable/Guideline

significant induction bf mutant colonies over
background,
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ncurotoxicity
screening battery

0, 17.5/20.5, 1741207,
| 752/2000 mg/kg/day
{(M/F)

Acceptable/Guideline

Guideline Study Type ! = MRIDNo.(year)/: - ¢ Resul
Ne, ] SClagsilication/Doses LT T o
870.3375 In vitro 44861015 {1992), Novahiron produced no evidence of clastogenic
mammalian 40, 200, and 1000 pg/mL, | activity in primary human lymphoeytes, in the
chromosone with and without presence or absence of §9 activation.
aberration test metabolic activation (:£59)
Acceptable/Guideline
870.5395 Marmmalian 45638322(1989); There was no statistically significant increase in
erythroeyic 0, 1250, 2500, or 5000 the frequeney of micronucleated polychromatic
micronucleus test | mg/kg body weight crythroeytes in imouse bone marrow at any dosc
in mice Acceptable/Guideline or harvest tinic.
870.5500 Mutagenicity—Rec | 44961014 {1998); Novaluron was equivocal for bacterial DNA
assay with 50, 150, 500, 1,500, or damage in the absence of 59 activation, and
Bacillus subtilis 3,000 pg/plate, with and negative for bacterial DNA damage in the
without mammalian presence of 59 activation,
metabolic activation (59
Acceptable/Guldeline
870.5550 Unschednled 45030002 {19388); Novaluron was considered not to show any
DNA Synthesisin | 0.125, 0.25,0.5, 1, 2, 4, 8, | evidence of cansing DNA damage to Hela S3
Hel.a 83 Human 16,32, 64, 128, or 256 epithelioid cells in this unscheduled DNA
Epitheliod cells ng/mL (=59) synthesis test for inntagenic potential.
Acceptable/Guideline
870.6200a Acute 45082601 {1999); NOAEL = 650 mg/kg/day.
neurotoxicity 0,200, 650, 2000 mg LOAEL = 2000 myg/kg/day bascd on ¢linical
screcning battery | novaluronfkg signs {pilecrcetion, irregnlar breathing), FOB
Acceptable/Guidcline parameters {increased head swaying, abnormal
gait) and neuropathology {sciatic and tibial
nerve dgegeneration).
870.6200b Subchronic 46086204 (2002); NOAEL (M/F) = 1752/2000 mgskg/day.

LOAEL = not established,
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* Guideline:
NN R S iClassification D oses SRS
870.7485 Meltabolisin and 45638401 (2000}, Novaliuron exhibited marginal absorption (i6-
pharmacokinetics | 45638323 (1998} 1 8%), relatively rapid and complete excrelion
{rat) single dosc of 2 mgrkg or | wilhin 48 hours primmarily via the feces and to a
1000 mg/icg, or 14 lesser exlent via urine in ral. Biliary
riuftiple 2 mp/ke/day contribution for foeal excrelion appears to be
doses of unlabeled insignificant. Absorption appearcd Lo be
novaluren (Lol no. approaching saturation at high doses. Feak
970211/4, 99.3% plasma concentration occurred al 2-5 hours.
chemical purily) foliowed | Urinary metabolite profiles reveaied 15
by a single dose of compoenents and 8§ components following
radiolabeled novaluron. administration of [chlorophenyi-"*Clnovaiuron
Acceptabic/Guidelinc or [difluorophenyl-"*Cinovaluron, respectivciy.
The most prevaient urinary metabolile was 2,6-
difluorobenzoie acid represented (he majority
of the urinary radioactivity, Other componenis
individnally represented no more than 3.9% of
the dosc and most represented cousiderably less
than 1%. Parent compound was the most
prevalent contributor n the feces. The fecal
melaboiile profile revealed two metabolites; 3-
chloro-4-(I, L, 2-trifluoro-2-
trifluoromethoxycthoxy)aniiine, and 1-{3-
chloro-4-(1,1,2-trifluoro-2-
trifluoromethoxyethoxy)phenyijurea.
Quantitatively, these were minor comnponcnls
accounting for <2% of the dose. 1n the
repealed-dose group, some tissues such as fat
conlained measurable radioactivity al 168 hours
post dose but did nol appear lo suggest
significant polential for bioaccumulation or
sequestration al the doses tested.
870.7600 Dermai 45638415 (2000}, Recovery of administered radioaclivily was an
penetration (rat) 1.0, 0.067, 0.0048, or acceptable 90.19-105.26%. The maximum
0.0003 mg/em® totai absorbed dose (expressed as percent of
Acceptable/Guideline administered dose and determined as (he sum
of radioaelivity in excreta, cage wash, untrcates
skin, fat, blood, and residual carcass) ranged
from aboul 0.5% to 0% ol thal ackninistered.
870.7600 Immunotoxicity 48690105 201 1); Syslemic NOAEL (F) = 2,155 mg/kg/day.
{mouse) 0, 100, 1,000 and 10,000 Systemic LOAEL was no observed when tesled
ppm above the limit dose.
(0, 21, 200,2,115 Linmuinoloxicity NOAEL (F) = 200 mg/kgklay.
mg/kg/day [F1) Linmunotoxicily LOAEL = 2,155 mg/kg/day
Acceptable/Gnideling based on decreased anli-SRBT response,
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Appendix B. Physical/Chemical Properties

Table B.1. Physicochemical Properties of Technical Grade Novnluron.

Parameter vl Reference
Melling range 176.5-178.0°C

pil 6.5

Density 1.56 g/fem’ al 22°C

Water solubility 3 g/l a1 20°C

0.00839 g/L in n-heplane
.88 g/L. in xylene

14,5 g/t in metkanol

198 g/i. in acetone

113 g/L in ethy! acetate
0.98 g/l in n-ocianol

Solvent solubiliry ( 25°C)

DP{#f 315780, 3-NOVY-2005,

5 S. Levy

Vapor pressure (nm Hg) 1.2x10
[rissociation conslanl, pK, Not determined duce lo low water solubility.
Oclanol/water partilion coeflicient, 4.3 a1 25°C
Log(Kow)

Molar abscrplion coelficients of al 3

maximum absorbances:
UV tvisible absorplion spectrum 15,400 L/mol « cm at 253 nn (neutral})

9,780 L/mol e em a1 253 nm {acidic)

20,500 L/mol o cin al 263 nim {basic)
Henry's Constant a1 25 °C 2 %107 almae’ fmol Product Chemistry, MRID

44961006

Appendix C. Review of Human Research

This risk assessment relies in parl on data from studies in which adult human subjects were
intenlionally exposed to a pesticide or other chemical. These data, which include studies from
the PHED 1.1, the AHETF dalabasc, and the ARTF database are (1) subjcct to ethics review
pursuant to 40 CFR 26, (2) have received that review, and (3) are compliant with applicable
cthics requircments. For certain studies, the ethics review may have included review by the
Huinan Studies Review Board. Descriptions of data sources, as well as guidance on their use,
can be found at The Agency website’.

T hprfvew epa.soy/peslicidessseience’handler-exposure-dala.hium| and
hitp: /Ay epa.goy/mesticides/scienee/posi-app-exposine-data, him|
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‘ * ENITED STATES EXVIRONSIENTAL PROTECT ON AGENCY
WASHINGTON, ILC. 20460

T anp

OF PR OF CHEMIUNL SAFETY
ANE PEMLLE TRON PREVENTION

OPFHE DF PESTICIDE PROBAMS
REGINTHATHE DEUESION (YRS

11/APR/2013

MERMORANDUM: Acute Toxicity Review for CS! Fipronil + Novahiron Spot-On for Dogs

Subject: Name of Pesticide Product: €SI Fipronil + Novahiron Spot-On for Dogs
EPA File Symbol: $3883-GRE
DP Barcode: D404002
Action Code: R260
pC Codes: 129121 Fipronit

124002 Novaluron

Y

From: Tracy Keigwin, Biclogist I
Technical Review Branch B 1 G e
Registration Division {7505P) . ¢ Lo 3
P(‘?u ' k \ {
To: Autumn Metzger, RM 07
insecticide Rodenticide Branch
Registration Division {7505P)
Applicent:.  Controi Solutions, Inc.
5903 Genca-Red Biuff
Pasadena, TX 77507
FORMUILATION FROM LABEL:
Active ingredient(s}: % by wit,
Fipronil - 9.8
Nowvaluron 20.0
Qther Ingredient({s}: 70.2

Total: 100.0%

ACTION REQUESTED: The Risk Manager requests a review of aciite toxicity studies {MRID Nos.
48843204 {870.1100), 48843205 [870.1200), 48843206 {Waiver - 870.1300}, 48843207
{871).2400), 48843208 {870.2500) and 48843209 {870.2600) submitted to support the
registration of EPA File Symbot S3883-GRE, CS! Fipronil + Novaluron Spot-On for Dogs.

923



CPA Eeg, Hp. 53883-GREE
PC Cades 129121 (Fiprond) and 123002 {Novaluron)

BACKGROURND: Control Solutions, Inc. has submitted an applicazion for EPA File Symbol 53883-
GRE, CSl Fipronil + Novaluron Spot-On for Dogs. In support of their application they have
submitted MRID Nos 48843204 {870.1100), 48843205 (870.120C), 48843206 {Waiver - 870.1300),
488432107 (870.2400), 48843208 {870.2500) and 48843209 (870.2600). The product label states
that CS: Fipronil + Novaluron Spot-On for Dogs kills adult fleas, fl2a eggs, flea larvae and pupae
for up t2 one month in dogs and puppies meeting the age and weight requirements as stated on
the product label. Note that this is a new use (in terms of spot-on treatments) for the active
ingrediant Novaluron.

GLP. Al studies were conducted in accordance with GLP.

DEFICIENCIES/DEVIATIONS: Each of the studies state that the re-ative humidity was outside the
protacal range at times In addition, the test substance is identified as having a density of 1.0364
g/mtir the acute oral and acute dermal toxicity studies but the certificate of analysis states that
the dersity is 1.056 g/mL. Finally, the purity of the test substance in the primary eye irritation
stucly {M4RID 48843207} is not reported, nor does the study contain a certificate of analysis. The
test sutistance name {NF Spot-Onj is the same, as is the physical description of the test
substance. It is unlikely that any of these deviations affected the acute toxicity profile.
COMIMIENTS AND RECOMMENDATIONS:

1) The 5 submitted studies (48843204 (870.1100), 48843205 (£70.1200), 48843207 (870.2400),
48843208 {870.2500) and 48843209 (870.2600) are acceptabe. In addition, YRB accepts the

rationale provided in MRID 48843206 and waives the need for an acute inhalation toxicicy study.

2} The product chemistry team must approve the proposed Basic and 4 Alternate CSFs (all dated
June 6, 2012} before this action can be finalized.

3} LABIILING: Based on the toxicity profile above, the following are the precautionary and first
aid stataments for EPA File Symbol 53883-GRE as obtained from the Label Review System:

PRCDUCT ID #: 53883-GRE (53883-312)
PRCGDUCT NAME: CSt Fipronil + Novaluron Spot-On for Dogs
| PRECAUTIONARY STATEMENTS
SIGNAL WORD:  CAUTION
Hazards to Humans and Domestic Animals:

Harmful if swallowed. Wash thoroughly with soap and water after handling and before eating,
drinking, chewing gum, using tobacco or using the toilet.

Fage 2 of 5
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EPA fieg 1o 53883-GRE
PC Codes 29121 (Fipronil) and 124002 {Kovaturon)

First Ak

If swallowed:

-Cali a poison control center or doctor immediately for treatment advice.
-Have gerson sip a glass of water if able to swatlow.

-Do not induce vomiting uniess told to by a poison contro! center or doctor.
-Do not give anything to an unconscious person.

Have th-e product container or label with you when calling a poison control center or doctor or

goirg for freatment. You may also contact 1-800-xxx-xxxx for emergency medical treatment
information,

Page 3 of' 5
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EPA Reg, o 33883-GRE

PC Codes 129121 (Fipronily and 124002 (Novaloron)

Reviewer: Tracy Keigwin
Risk Manager (EPA): 07

Date: April 11, 2013

The following table is the Acute Toxicity Data Evaluation Record {DER} for the six studies
submitted for the proposed product, EPA File Symbol 53883-GRi::

1. DP BARCODE: 404002

2. PCZONES: 125121 Fipronil and 124002 Novaluron

3. CURRENT DATE: Aprii 11, 2013

4, TEST MIATERIAL (for acute oral, acute dermal, dermal irritation and dermal sensitization studies):
Novaluror/Fipronil Spot-On Product: ECS-F-054 {Lot# ECS-28-109); Amber liguid; 20.43% Novaluron,
10.06%% Fipronil; density 1.0364 g/mi; Test substance in eye irritation study: NF Spot-On {Lot: ECS-

28-80); claar amber non-viscous liguid.

Study/Spacies/Lab
Study # /Date

MRID

Results

Tox
Cat

Core
Grade

Acute oral toxicity / rat
Stillmeadaw, Inc, {Sugar Land,
TX)

Study#161.85-12/May 22, 2012
CCSPF 873.1100; CECD 425

48843204

1LDsp Females = 3129 mg/kg bw

1 dosed at 175 mg/kg, 1 at 550
mg/kg, 3 at 1750 mg/kg and 4 at
5000 mg/kg {1 for the initial limit
test, 3 for the main test). All
survived 175, 550 and 1750 mg/kg.
No clinical signs 0~ gross
abnormalities were observed in
surviving animals. At 5000 mg/kg, all
{4/4) died within 1-4 days after test
substance administration. Prior to
death animals extibited deceased
activity, sensitivitv to sound/touch,
body tremors, crusted/stained fur,
decreased defecasion, ocular
discharge, piloerection, polyuria,
and salivation. At necropsy no gross
abnormalities were observed in
surviving animals. Gross
observations in decedents included
stained/matted fzcial/tail areas,
discolored lungs, liver, kidneys and
pasty contents of the
gastrointestinal tract. The test
substance did not affect bodyweight
gain in surviving animals,

A

Acute dermal toxicity / rat
Stillmead-aw, Inc. {Sugar Land,
TX)

48843205

LDsp > 5050 mg/ky; bw {both sexes
and combined). All survived. Four
males {4/5) and faur females {4/5)

Page 4 of 5
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EPA Reg. No, 33883-GRE

PC Cides 29121 {Fipronil} and 124002 (Novalurnn)}

Studyit16186-12/May 9, 2012
OCSPK 870.1200; OECD 402

lost or failed to gein weight
between study dzys 0 and 7,
however all excee ded their initial
weights by study <ermination
Clinical abnormalities observed
during the study included decreased
activity, decrease] defecation,
emaciation, piloerection and
sensitivity to touch, with all
symptoms resolving by study day 5.
No signs of dermel irritation were
observed, No gross abnormalities
observed at necrcpsy.

Primary eye irritation / rabbit 48843207 | Minimal irritation. v A
Stillmeadow, Inc. {Sugar Land, No corneal opacity, iritis or positive
TX) signs of conjunctiitis were
Studyii15835-11/December 30, observed during the study. All (3/3)
2011 had a score 1 rediless and one had
OCSPF 8700.2400; OECD 405 score 1 chemaosis at one and 24

hours, resclving within 48 hours,

however this is not considered a

positive response Maximum

average irritation score = 2.7 at the

1 and 24 hour observations,
Primary drrmal irritation/ rabbit | 48843208 | PDIi = 1.0 (slightly-irritating}. All v A
Stillmeadaw, Inc. (Sugar Land, {3/3) exhibited grade 1 erythema
TX} through day 7, retolving within 10
Studvy#16187-12/May 7, 2012 days. One animal (1/3) additionally
QCSPF 8710.2500; CECD 404 exhibited grade 1 edema at study

day 7 only, resolving within 10 days.
Dermal sensitization 48843209 | Nota dermal sencitizer. Neg A

(Buehler)/Guinea Pig
Stillmeadoaw, Inc. {(Sugar Land,
TX)

Study##16359-12/May 25, 2012
OCSPF 870.2600; OECD 406

No positive respoase (grade 1 or
higher) was observed in any of the
test or naive cont-ol animals at the
24 and 48 hour ctallenge
observation. Graile 1-2 erythema
was observed in 10/10 positive
control (a-HCA) animals at the 24
hour observation, continuing in
10/10 animals at the 48 hour
observation,

Cors Grade Key: A =Acceptable, $ = Supplementary, U = Unaccaptable, D = Data Gap
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ENITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C, Hid6t
DFFHCE DF CHEMVECAL SAFETY AND POLLETION PREVENVHON

P FICE OF PESTICIDE PROGIEAMS
HEGETHATION VL ESEIN (T30S

DP Bar Code: 4040005 EPA Reg/File No.: 53883-GRE APPLICANT: Control Solutions
DECISION: 465891 PC Code(s): 129121-Fipronil (9.8%) &124002-Novaluron (20.0%)

PRIA:320-new use for Novaluron

DATE: April 3,2013
SUBJECT: Product Name: CSI Fipronil + Novaluron Spet On for Dogs,

FROM: Akiva Abramovitch, Ph.D.
Technical Review Branch / RD (7505P)

THROUGH: Shyam Mathur, Ph.D. %{% o~ \)\\ Kﬂ] S

Product Chemistry Team Leadcr
Technieal Review Branch/RD (7505P)

TO: Autumn Metzger/John Hebert, PM 7
Insecticide-Rodenticide Branch/ RD (7505C)

Formaulation Type: Liquid-Spot on

INTRODUCTION:

The upplicant has submitted an application for registration of a new end use product containing
Fiproni) at 9.8% and Novalureon at 20%. In support of the registration application, the regisirant has
submitted product chemistry data corresponding to guideline 830 series, group A & group B
{MRIDs 488432-01 through 488432-03 and 488432-14 (waiver requests). The CSFs of the basic
and alternate formulations I through 4 are all dated June 6, 2012 were submitted along with the
product label. TRB has been asked to determine the acceptability of the product chemistry data and
the proposed CSFs dated 6/6/ 2012,

SUMMARY OF FINDINGS:

1. Nam. of Active Ingredient: Fipronil (9.8%) and Novaluron (20.0%).

2. Has tiie registrant claimed substantial similarity to a registered product?

[1Yus; [X]No; [ ] NA; if ves give the registration number of tae cited product.

3. All the source materials for the active ingredients are derived fiom the registered sources:
[>] Yes; [ ] No.
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DP Bar Code: 404008; EPA Reg/File No.: 53883-GRE APPLICANT: Control Selutions
DECISION: 465891 PC Code(s): 129121-Fipronil (9.8%) &124002-Novaluron (20.0%)

4. All irert ingredients have been screened by IAB and found to e approved for the proposed
labeiad uses: [X] Yes; [ ] No.

5. Confidential Statement of Formula(s):
[3] Brasic and Alternate CSFs [-4 all dated June 6, 2012;
6. Product label

a. Ingredient statement; Nominal concentration of Al listed or CSF(s) concur with product label
(PR Notice 91-2).

[2{] Yes, ifnot, explain below:

Is the sub statement in compliance with PR Notice 97-6 (inert ingredient vs other ingredient)?
[*{] Yes; [ ] Noj; if not, explain below:

Muatallic equivalent: [ ] Yes [X]N
Sciuble arsenic: [ ]Yes [X]N
Isomeric ratios: [ ]Yes [X]1 ‘\IA

Acid equivalent: [ ]Yes [X]NA; {name} acid cquiva ent = xx %

b. He=alth related sub statements: Product contains?

Petroleum distillate at > 10%: [ ]Yes [X]No [ IN
Maethanol at > 4%: [ 1Yes [X] No [] NA
Sodium nitrate/Sodium nitrite [ ] Yes [X]No [ ]NA

c. Phsical chemical hazard statement: Product label requires ¢ statement per 40 C¥R §156.78
for: flammability, explosive potential or electric insulator breakdown?
| | Yes [X]No Flash point of 205F (96 C)

Is the sub statement in compliance with PR Notice 98-6 (Tctal Release Fogger)?
[ ]Yes,[ ]No, [XNA,if not explain below:

d. Label requires an additional Storage and Disposal statement:
[ ]1Yes [X]No

S
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DP Bar Code: 404000; EPA Reg/File No.: 53883-GRE APPIICANT: Control Solutions

DECISIGN: 465891 PC Code(s): 129121-Fipronil (9.8%) &124002-Novaluron (20.0%)

7.Group A: Product Chemistry Data

TRB's determination of the acceptability for the proposed product is listed in the tables below.

Data submitted | trR’g
Guwdeline ' Assessment
No. Study Title Yes No of Data MRID Nos.
Product ldentity &
3301550 | Composition X A 488432-01
Description of materials used
83C.1600 | to produce the product A 488432-01
Description of formulation
| 33C.1650 | process X A 488432-01
Discussion on the formation
33(.1670 | of impurities X A 488432-01
33(,1700 | Preliminary analysis X NA
Standard
certified X A
Certified Limits
limits
(158.350) | Proposed Limits
Justification for
33C.1750 wider limits 488432-01
Enforcement analytical A (HPLC
method method for
fipronil and
| 33C.1800 X novaluron) | 488432-02

A = Acceptance, N = Not Acceptable, G = Data Gap, W = Waiver Request, 1 = In Progress,
NA = Nnt Applicable; U = Upgradeable

Lad
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DP ar Code: 404000; EPA Reg/File No.: 53883-GRE APPLICANT: Control Solutions

DECISION: 465891 PC Code(s): 129121-Fipronil (9.8%) &124002-Novaluron (20.0%)

8. Group B:
Guideline | Study Title Value or Qualitative TRB's MRID Nos.
No. Description Assessment
of Data

Light amber Liquid with

830.6303 | Physical State | botanic odor/scent A 488432-03
Not flammable (Flash point

830.6315 | Flammability ! above 96 C) A 488432-03
NA, not considered to be

830.6316 | Explodability | potentially explosive A 488432-03
Not soluble or dispersable

830.7000 | pH in water W 488432-14
1.0589 specific gravity at

83(1,7300 | Density (units) {20C A 488432-03

A = Acceptance, N = Not Acceptable, G = Data Gap, W = V/aiver request,

N = Not applicable, I = In progress, U = Upgradeable
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DP 3ar Code:; 404000; EPA Reg/File No.: 53883-GRE APPLICANT: Conirel Solutions
BECISION: 465891 PC Code(s): 129121-Fipronil (9.8%) &124002-Novaluron (20.0%)

CONCi, USIONS:

TRI has reviewed the CSF(s) and product chemistry data for the proposed end use product and
kas oncluded:

. The proposed CSF for the basic and alternate formuiations 1. 2, 3 and 4 all dated June 6, 2012
are acceptable, All the ingredients in the formulations have been approved for the uses cited
ou the label,

2. The data submitted corresponding to guidelines 830.1550 {groduct identity and composition},
£30.1600 (description of materials used to produce the procuct) , 830.1650 (description of
fermulation process), 830,1670 (discussion on the formation of impurity), 830.1750 (certified
limits}, and 830.1800 (enforcement analytical method) are ucceptable.

3. The product chemistry data/waiver requests corresponding t> guidelines 830.6302 (color),
830.6303 (physical state), 830.6304 {odor), 830.63 14 (oxidation/reduction), 830.6315
(ilammability), 830.6316 (explodability), 830.7000 (pH), 830.7100 (viscosity), and 830.7300
(density) are acceptable.

4. The storage stability (guideline 830.6317) and corrosion cheracteristics (guideline 830.6320)
studies were not submitted. These physical/chemical properties are required and it is
recommended that observations should be made at 0, 3, 6, ¢, and 12 month intervals.

5. Tae proposed label was screened as it pertains to the product cliemistry requirements.
Tae review of the proposed label and uses are the purview ¢f the RM team.

L
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EFFICACY REVIEW

PRODUCT: CSI Fiprinil + Novaluron Spot-on for Dogs
DATE: May 16, 2013

FILE SYMBOL: 53883-GRE

DP BARCODE: 404008

DECISION: 465891

GLP: No

CHEMICALS: Fipronil (9.8%) + Novaluren (20.0%)

CHEMICAL NUMBERS: Fipronil - 129121  Novaluron - 124002

PURPOSE:
New spot-on treatment for dogs, The submitter is citing all data for fipronil, but provided data for the
IGR Novaluron lor flea eggs/larvae/pupae.

MRIDs:

48843211, Dose Titration Probe with Novaluron Squeeze-Ons on Dogs Measuring Flea Egg
Sterilization.

48843212. Dose Confirmation for a 30 day Claim for a Novaluron Squeeze-On on Dogs Measuring
Flea Egg Sterilization,

48843213. Dose Titration Probe witli Novaluron Squeeze-Ons on Dogs Measuring Flea Egg
Sterilization. '

TEAM REVIEWER: Autumn Metzger y
- s
EFFICACY REVIEWER: AMWmﬁ@w@nMé::;ég{J/@%#-Shuw:g

SECONDARY EFFICACY A
REVIEWER: Jennifer Urbanski, PhD. | / [y Vi 5;3{;;./;3’

BACKGROUND

The registrant is seeking to register thisnew product as a topical spot-on insccticide treatment for the
control of adult fleas, flea eggs/pupac/larvae, ticks (all life stages). chewing lice, mites and mosquitoes
on dogs. All data is being cited for fipronil and data was only provided on flea eggs, pupae and larvae
for novaluron.

The proposed dosing of the combination of fiprenil + novaluren is as follows:

Page 1 of 21
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0-22 lbs = .67ml
23-44 Ibs = 1.34 ml
45-88 lbs = 2.68 ml
89-132 1bs =4.02 m!

DATA REVIEW

The following data review is comprised of explanations of inaterials and methods, and a summation of
experimental results containing tables with reformatted data.

MRID: 48843211, Dose Titration Probe with Novaluron Squeeze-Ons on Dogs Measuring Flea
Egg Sterilization.

Objective

To determine 4 dosage that would prevent 90% of flea eggs from hatching.
Set Up

There were 7 groups:

Groups B1-B6 = 1 dog each dosed with different potencies of novaluron at levels: 1%, 2.5%, 7.5%,
13%, 30% and 45%

Group 7 = 3 untreated control dogs

Dogs were of random source or purpose bred dogs of varying sex and hair length. Their weights
ranged from 22.7 lbs to 27.2 Ibs. Ages were not given. Dogs were housed individually in 3x10 ft pens
except during flea colleetions. Dose rates ranged {rom 0.2-84.1 mg novaluron/ kg of body weight.

Dogs were treated on day 0 and infested with 100 cat fleas on days -1, 1 and then once weekly. Afler
infestations, dogs were kept in cages and flea eggs were collected overnight from the pans below each

dog on the 2™ or 3" day and again on the 6™ or 7" day after cach infestation.

Eggs were divided into 2 groups of 25. Group | eggs were incubated for at least 3 days to measure
fertility of the eggs and were recorded as “no. larvae.” The other egg group was incubated in a flea
growing medium for 35 days and the number of fleas that developed and larvae that hatched were
recorded as “no. adults.” Percent hatch values were measured for each dog and compared to the control
group.

Page 2 of 21
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TABLE 1
Doge Titration Probs with Novaluron Sguseze-Ons on Dogs
Measuring Floa Egyg Sterliization

Dosapo

3oy Weighi Polency Dorape

Mo, Group 12} hg S W I mg/kg *

518 A 236 10.7

asy A 235 10.7

509 A 24.2 11.0

236 84 23.6 10.7 45.0% 2.6 84.1

511 B2 2.2 12.3 30.0% 2.0 48.8

233 B3 227 103 150% 2.0 28.1

424 B4 251 t1.4 7.5% 2.0 132

512 B5 235 14,7 2.5% s 4.7

234 86 248 11.2 1.0% 1.3 1.2
M3 2080 * ot adjusied lor SG convarsion wiw o wiv

L

FABLE 2

Qeee Titrstien Probe with Novoluren Sguooze-Ona on Dogs Messuring Flea Egyp Storilization

Ceiendar of Evenis

Day of Study Trag tnies! Collscl eggs Count frvan
an days

-1 e

4] Tieal

3 X g

7 X 1

a X

1 X 13

1 X 17

5 X

17 X 20

21 X 4
22 b4

4 )4 27
8 X 31

29 X

31 X 34
38 X 41

48 ZuB0
Results

Larvae Emergence-
With the exception of day 21, the 4 ligher rates provided >90% efficacy and often 100% until day 38.

Dose rates of 1.2 and 4.7 mg/kg failed early and were eventually discontinued.
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TABLE 3 {page 1)
e Bose Titration Probe with Novaluron Squeeze-Ons on Dogs Measuring Flea Egg Sterilization

Post-dreatment Flea Egg Fertility

Eqg hatch and adull fiea emergence

Day after Treatment 1 3 _ !
Doy Group  Dose My, Mo B Eficacy No. “No. % Efficmey Mo, Mo % Gffcasy |No.  No. % kdicacy
No. Bags Larvae Haten % Egos Adulls % Egps Larves % |hags AU %
510 A Conwol Pl 30 17 57% 33 3 9% 3B 23 B4% M0 0%
3/ A Comrol M 37 12 32% s 2 6% 37T 16 43% R 2 %
509 A Comeal LF 34 B 24% 31 2 8% 3 14 AT% 13 10%
Mean 34 12 38% 3 2 % 32 18 51% 2 2 5%
+- 51 .

23 B1 84.1 £ 38 1 3% 3% 31 0 0% 100% 35 © 0% 100% 40 0 0% 100%
511 B2 86 il 3% 1 3% 82% 37 0 0% 100% 3% o 0% 100% 37 0 0% 100%
233 @3 291 =58 34 0O 0% 100% 34 € 0% 100% a2 0 0% 100% 37 O 0% 100%
424 B4 132 37 2 8% 78% 24 0 0% 100% 35 o 0% 100% 34 0 0% 100%
512 B5 BT 31 3 0% T74% 38 1 3% 60% 31 5 6% 59% 34 0 0% 100%
234 B 34 1 3% 92% 32 1 3% 56% 33 4 12% Tew 38 1 3% 50%

WS 2080 ' = cumulagve Wetat of emerged sduits & normal pre-emerged pupee T
? Day after fraztment when rednfested and when eggs collected
Table cells left biank, pending aduit flea emergence data availlabifiy.

The 4 higher dosages showed 100% efficacy up to day 38,

Adult Emergence-
Sec tables below.,
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Dose Titration Probe with Novaluren Squeere-Ons on Dogs Measuring Flea Egg Sterilization

Posttreatment Flea Egg Fertility

TABLE 3 {page 2)

Eqq haich and adult flea emergence

Day aRer Treatmant 8 i . i

Dog  Group Doserate | Mo, No, %  Efficacy Ne, No, % Eficacy Mo, No, % cifcacy No.  No. % Efficacy

Na. mgfkg - _Eggs Larvae % __Eagos Adulis % Eggs Larvas %  Egas Aduls %

510 A Conwol 1 33 10 30% 331 3% 35 28 T4% B3 9%

357 A Caontrol N 37 6 16% KT 1 3% 398 10 26% KY) 2 5%

40 A Comrot F- 37 3 8% 38 O (% 33 ¥ 188 37 3 B%

: 38 6 18% 37 1 2% 8 14 39% 35 3 7%

36 B B4&% E 34 O 0% {00% a¢ O 0% 100% 38 O 0% 100% 38 O 0% 100%

511 B2 485 . 348 o0 0% 100% 36 G Bt 100% 38 ] C% 100% 38 O 0% 100%

233 B3 291 $ 39 O O% 0% 3 0 0% 100% 35 D C% 100% 3¢ 0 0% 100%

424 854 13.2 37 N 0% 100% 33 0 0% 100% 35 2 8%  BS% 37 0 CO% 100%

512 BS 47 T 37 4 14%  41% 32 0 0% 105% 37 1 3% 83% 37 G 0% 100%

23%¢ 85 42 . 3 3 8% 5% 32 0 0% 100% 39 2 5% B7% 3@ C 0% 100%
MS 2080 = curnulztive total of emerged adulls & normal pre-emerged pupae ‘

* Day afier teptment when re-infested and when eggs collecied

Tabkz cels lefl Blank, pending adult figa ememngence data availabiliy.
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FPost-resiment Flea Egy Fortiity
Egg hatch and adyll fea emergence

TABLE 3 {page 3)
Bese Titration Probe with Novaluron Squeeze-Ons on Dogs Measuring Flea Egg Sterilization

Day afer Treatment . 37 - _ 24 s
Dog % Effcecy No, No. % Effizgey Noo Noo % Eficmcy Moo Moo W Effcecy
No. % __Eggs Aduils % Eqgs Lavae % Egas Adults %
510 84% B 4 1% 38 15 43% 38 4 M%

357 1% 4 3 8% 38 10 26% w2 5%
503 38% 37 3 8% 3B 5 16% 37 3 8%

34% 3w 3 9% 37 10 28% 37 3 8%
236 BY 8407 B 37 0 0% 100% 38 O 0% 100% ¥ 0 0% 100% 36 O 0% 100%
591 B2 4883 - 35 0 0% 130% 3B O 0% W0% 35 G 0% 100% 37 O 0% 100%
233 B3 2814 3 0 0% 100% 35 0 0% W00% 32 1 3% 89% 35 0 0% 100%
424 B4 1347 o 34 0 0% 0% 35 O 0% 100% 38 1 3% 6% 35 0 0% 100%
512 BS 4869 T, 38 11 29% 6% 38 0 C% 0% 3% ¢ 2% 9% 35 0 0% 00%
234 B8 - 147 i 37 8 22% % 3@ ¢ 0% 00% 37 13 35% 4% I 0 0% 100%

S 2080 * surmutalive tota! of emenged adults & nomnal pre-emerged supas

* Day afer reatment when re-infested and when 9855 collecied

Tabte cells left blank, pending adull fiea emargence dala avaiphliby.
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TABLE 3 (page 4}
Dose Titration Probe with Novaluren Squeeze-Ons on Dogs Measuring Flea Egg Sterilization

Post-treatmont Flea Egg Ferdtility
Egq hatch and adult flea emergence

Day after Trestmen 22

24

23

Deg  Group methcprene No. No. % Efficacy No. No. % Eficacy No. WNo. % EGficacy No. No % Effcacy
No, magig Egas Larvee % Eogs Adulls % Eggs Larvae %  Fgos Adulis %
540 A Coriral I 32 16 50% 31 & 19% 34 18 53% 39 & 15%
357 A Control N 38 9 24% 4 3 9% 38 12 3% kY & 18%
805 A Conlrold F 38 12 33% 32 5 6% 35 7 2% 34 2 8%

35 12 3%% 32 5  15% K] 12 35% 37 5 t2%
238 Bt 8407 g 37 1 3% g% 35 0 0% 160% 39 0% 100% 38 0 0% 100%
s B2 48.63 34 4] 0% 100% 35 [t} g% 100% a5 0% W0 3% o 0% 100%
233 x| 25814 8 34 K 3%k D% 35 ¢ 0% 100% 35 1 3%  9z2% 33 0 0%  100%
424 B4 3.47 ._ 34 0 0% T0G% 36 0 0%  100% 38 1 3% 53% 35 G 0% 100%
12 BS 469 T Disepntinued
23 B8 AT Biscentinued

MS 2680 * cumulstive ttal of errerged sduits & normal pre-emerged pupae

e Doy sfler vreatment whenr re-infested and when eggs collectad

Tabie calis left tlank, pending adult fea emergence dam avaeilabiity,
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Dose Titration Probe with Novaturon Sqgueeze-Ons on Dogs Measuring Flea Egg Sterilization

Post-treatment Flea Egg Fertility
Ega hatch and adult flea amergence

TABLE 3 {page 5)

Day afler Treaimen 2 N 38

Dog  Group methoprenter . No.  No. % Efficety Moo Noo % FEfficasy No. No. % Efficssy Ho. Noo % Efficeny
No. markg Egos Leree % Eggs Adulls % Eags Larvae % Eggs Aduils S
510 A Contet - 1 33 16 30% 34 3 g% 20 &  30% 21 2 W%
357 A Conte! N 38 3 8% 38 i 3% 28 15 58% 20 & 28%
509 A Controt " F 2B 8 n% B 2 B% 30 1C 33 37 4 1%

32 7 23% 35 2 8% B 10 L0% 28 15%%
4% Bl 497 g 41 0 0% 100% 38 0 ¢% 00% 3B D 0% 100% 38 O 0% 100%
511 B2 4863 39 1 3% 85% 37 0 &% 100% 33 g 0% W0%» 43 ¢ 0% 100%
233 B3 2314 s 37 5% T8% 37 0 0% 100% a3 0 0% 100% 42 0 0% 00%
424 84 1317 35 &% 75% 38 0 0% 100% 18 2 M% T2% 15 0 0%  100%

T
MS 208D * cumulative tota! of emerged adults & normal pre-emerged pupae

* Day after reatment when re-infested and when eqgs collected
Table celis left blenk, pending adult flea emergance data availabiliy.

Conclusion

The study established that 13.2 mg/kg (19.6% w/w novaluren) was the minimum dose rate of

novaluron for a 1 month flea egg sterilization claim.
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Neither marketing claims nor the registration of the product are supported by this study.

48843212, Dose Confirmation for a 30 day Claim for a Novaluron Squeeze-On on Dogs
Measuring Flea Egg Sterilization.

Objective
To determine the dosage of novaluron in a spot-on that is efficacious for sterilization of flcas for 30
days.

Set Up
Twelve dogs were divided into one of 2 groups:

Group A (n=6 dogs) = treated w/novaluron at 20% w/w or 13.2 mg/kg
Group B {r= 6 dogs) = untreated controls

Dogs were of random source or purpose bred dogs of varying sex and hair length. Their weights
ranged from 13.5 Ibs to 35 Ibs; ages were not given. Each dog received an exact dosage of 13.2 mg/kg
novaluron, which would be the minimum dosage of a 120 Ib maximum weight dog. Dogs were housed
individually in 3x10 ft runs.

Dogs were treated on day 0 and infested with 100 cat fleas on days I (24 hours after treatment) and
once weekly afterward until day 35, with the exception of day 21 when {leas were not availabie. Flea
eggs were collected 3 & 7 days after each infestation.

Eggs were sorted into 2 aliquots of ~25 each and incubated for either 3 days to measure the number of
eggs that hatched (no. larvae) or incubated in a flea growing medium for 35 days (o determine the
number of fleas or larvae that developed (no. adults). Day 38 adull emergence tests failed through
absence of control emergence. Percent hatcly values were calculated for cach dog and compared to
control group.

Page 9 of 21
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TABLE 14
Qose Confirmation with a Novaluron Squeeze-On oh Dogs
Messuring Flea Egg Sterilization
Dosage
Greup A - conlrols
Group & - Novaluren Spot-un, Formuda # Ecs-F-040, Lot Eus-25-68
Putaney whw  20%

DCog Waight Dosage
No. Groug b kg L TRg
510 A 2.4 10.2
357 A 208 3.4
500 A 23.1 10.5
454 A 17.5 1.9
383 A N3 13.7
448 A 34.9 158
Mesn 24.8 113

+- 8.0, 65 2.9
522 B 22.4 10.2 0.87 13.2
468 23 35.0 169 1.08 13.2
467 B8 3:.3 14.2 .54 13.2
498 8 A8 16.4 1.1 13.2
ABG B 187 85 .86 13.2
497 B 15.5 TG .45 13.2

Mezn 26.1 1.8
+{- 5.0, 8.3 .5
S 20302
Results

The mean efficacy for the number of larvae that hatched stayed above 90% up to day 38 and the adult
emergence stayed above 90% up to day 35 for treated groups.

The controls for the larvae ranged from 42-72%, which is acceptable. The mean adult emergence in the
control group only ranged from 2-29% often with values below 3%, which is unacceptable. The
registrant was contacted and asked about rationale for this low control adult emergence and a response
was received via email on 2/5/13 from Exponent, the representative of Control Selutions. The response
included that these were typical control results from the lab and it is believed that in nature this is
compensated by flea’s prolific egg production; however there is no data to show the normal adult
devclopment ratio in nature, Inn addition, they felt that it is irrelevant since the egg hatch shows > 90%
flea egg sterilization for 38 days.

See tables below.

Page 10 of 21
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Dose Confirmation with Novaiuron Squeeze-Ons on Dogs Measuring Flea Egg Sterilization

TABLE 3 {page 1)

Postareatment Flea Ego Fertlitty
o hatch and adu? fes smerqence

Day after Treatment 3 L
Deg Graup No, No % Ethcuoy Mo, Mo % Eicacy Mo Mo, | % Eficaty No. CNo. % ificacy
No. Boas torvee Hatsh % Zsos Adulls “ Fggs Larvae Hatch % Egus Adults %
510 A 38 3 82% 3g 5 13% 40 2 80% 45 6 36%
357 A 35 17 4% 34 4 2% 37 24 65% 40 6 15%
508 A 38 18 &7% 40 4 10% 38 11 3% la 4 %
464 A 30 21 55% 34 17 3% 40 B o0% 44 18 45%
3583 A 38 3B 2% 38 13 34% 32 28 88% 43 25 58%
44B A 38 26 67% 40 Toi8% 3 23 78% 39 4 10%
Mean 25 55% 38 7 20% 37 27 72% 41 12 26%
+- 80 7 18% 3 4 113% 3 8 22% 3 a9  20%
422 8 13 33% 50% 34 & 0% 100% 3D 0 8% 160% 41 0 0% 100%
458 B 0 0% 1a0% M 0 0% 1K0% a4y 0 D% 1C0% 3z 0 0% 100%
451 8 0 0% 100% 38 & 0%  100% 41 G 0% 100% 41 0 0% 100%
498 8 90 0% 100% 41 4 0% 100% 37 0 0% 100% 38 0 0% 100%
488 8 0 0% 100% 38 O 0% 100% 39 D 0% 100% 36 0 0% 100%
497 B 0 0% 100% 40 O 0% 100% 41 0 0% 100% 38 0 0% 100%
Mean : 2 B% W% 38 0 0% 100% 40 0 0% i60% 38 0 - 0% 100%
+1- 80 5 13 20% 3 o 0% 0% 2 0 0% 0% 3 0 0% 0%
M3 2088 2

" cumudative totat of emerged adulls & normal pre-emerged pupae
* Day siter teatmant when re-dinfested and when eggs coliected
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VABLE 3 {page 2) :
Dosge Confirmation with Novaluron Squeeze-Ons on Dogs Hieasuring Flea Egg Sterilization

Post-treatment Flea Egg Fertillty
Epg hatch and adult fiea emergence

Dag afer Trestment -7 10 14
T S s e s
B3og Group Mo. No. % Effeagy No “No % Efhoany  No Mo, Y kificacy Mo, *He. % Efficacy
No. .- Eggs Larvae % ___Eggs Adulls % ___ Egos Lawae % Eggs Adults *
510 AL 37 25 58% 3B 0 0% 3/ 24 63% 3 0 0%
357 A N 32 18 55% 32 0 0% 3 W B51% 33 8%
508 A P 39 9 23% 38 1 3% 33 14 42% 42 4 10%
A64 A B 39 23 55% 32 2 6% 34 23 68% ko] 5 15%
393 A 5 38 28 7% 35 2 5% 32 27 pas B 12 32%
448 A T 3 28 82% 30 0 0% 40 2 13% 38 2 5%
Maan 3/ 22 60% 35 1 2% B 23 64% 38 2 12%
+{- 80 3 7 20% 4 1 3% 3 1 15% 4 1%
: 422 B b 3 0 0% wWO% 35 ¢ 0% 00% 3/ 0 0% 100% 34 O 0% 100%
e 468 B N 3% 0 0% 100% 38 0 0% 100% 39 0 0% 00% 34 0 0% 100%
461 [£] F 36 ¢ 0% 0D% 33 0 0% 100% 33 G 0% 100% 35 o 0% 100%
488 B g 3% G 0% 100% 24 0 0% 100% 32 0 D% 100% 34 O 0% t00%
488 B S 33 0 0% 100% 34 0 0% 100% 33 G 0% 100% 38 g 0% 100%
497 8 T 34 0 0% =00% 33 g 0% 100% 38 0 o%  100% 39 ¢ 0% 100%
Mean 35 0 0% 100% 35 0 0% 100% 36 ¢ 0% 100% 38 0 0% 100%
+ 583 2 ¢ 0% 0% 2 0 0% 0% 3 G G% 0% 2 o 0% 0%
M6 2080 2 " curnulativa total of emarged zdul's & normat pre-emerged pupae

? Day fier treatmant when re-infasted and when eggs coliccled
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TABLE 3 {page 3}
Doge Confirmation with Novaluron Squeeze-Ons on Dogs Measuring Flas Egg Sterilization

Post-treatment Fina Egg Fertiity
Egg haich and aduk flea emergence

. Dﬂ a_Rer Treatmant 44 17 21
Dog % BEfemcy Noo "No. % Tficany Noo Mo % Eificacy Noo Mo, % Effcacy
No 5%  Eggs Aduits S Eggs Larvas % Engs Aduils %
510 2% 41 2 5% 34 23 5B% 38 3 B%
357 B2% 37 3 B% 4 21 82% a3 8%
569 53% 36 1 3% 3 23 55% 33 2 5%
484 55% 42 6 14% 41 20 49% 7 1 3%
383 BE% 36 12 33% 3 28 0% 33 i 3%
448 78% 23 2 a% 31 27 8T% 32 3 &%
Mean 258 T1% B 4 Q% 36 24 57% 36 2 B%
+i- 503 5  14% 7 4 1M% 4 3 14% 3 1 3%
422 G 103% 95% 3 0 0% 100% 35 0 0% i00% 32 0 0% {00%
468 B G 0% 100% 3 0 0% 100% 37 D D 100% 35 0 6% 100%
A6 B 0 0% 100% 33 0 G% 100% 19 0 0% 100% 18 0 0% 100%
498 B 0 0% 100% 37 0 0% 100% 30 0 D% 100% 37 0 0% 100%
488 B 0 D% 100% 32 0 0% 100% 36 0 D% 100% 1@ 0 0%  100%
497 B 0 0% 100% a2 0 0% 100% 33 0 D% 100% 34 0 0% 100%
Mean 0 1% 99% 33 0 0% 100% | 32 0 4% t00% 29 0 0% 100%
+H- 5D 0 1% 2% r 0 0% 0% 7 0 % 0% 8 0 0% 0%
S 208D 2 * cumidative folai of emarged zdults & normal pre-emergad pupae

? Day after Yeatmant when re-infested and when eggs collected
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TABLE 3 {page 4)
Bosa Confirmation with Novaluron Squeeze-Ons on Dogs Measiring Flea Egg Sterilization

Post-treatrnent Flea Egg Fertillty
Eg0 hateh and adull flea emergence

Day nfter Treatment 14 24 m 28
" Dog Group No. No. %% Eihicacy No. "NO 8 Eiicasy o No % Efficacy No "M Sh klicady

No Eggs Larvas % Eggs Adulls % Egys Lasvae % Engs Aduils %
510 A 44 25 55% 39 2 5% 33 23 0% 36 2 6%
357 A 35 18 48% 41 3 7% 34 26 78% 38 2 E%
504 A 45 14 34% 45 3 7% 37 11 3% 35 1 3%
464 A 8 28 &7% 43 5 12% 7 27 % a i 3%
393 A 35 31 89% 37 4 11% 34 24 T1% 33 1 3%
448 A, 29 18 85% 32 01 % ¥ 13 38% 33 2 8%

Mean 38 23 82% 4¢ a 7% 35 21 &60% 36 2 4%

+. 8D £ 7 18% 5 1 3% 2 7 20% ? i 2%
422 B 0 0% 100% 3% 0 0% 100% 24 4 17% 2% & 0 0% 100%
468 B v 0% 100% 3% D 0%  100% 38 1 3% SE% 35 0 0% 100%
451 B ] 0% 16D% 16 0 0% 100% 20 ) 0% 100% 22 ] 0%  100%
468 A 1 A% 98% 40 0 0% 100% Y] 1 3 6% 37 0 0% 100%
48% B 2 B% 86% 24 0 0% 100% 8 ¢ 0% 100% 6 o 0% 100%
497 B 4] 0% 100% 33 4] o%  100% 19 1 §% §1% 10 8 3% 100%

tiean 1 2% 97% 31 g 0% 100% 25 1 5% 82% 20 0 % 100%

H- S 9 3% 8% g o 0% 0% 12 1 6% 11% 14 o 0% 0%

M 208D 2

* sumulative wolal of emerged aduwis & norma! pre-emergad pupas

? Day sfter trealmant when re-infested ang when egqs coliected
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Dose Confirmation with Movaluron Squseze-Ons on Dogs Measuring Flea Egg SterBization

TABLE 3 (page 5)

Post-treatment Fiea Egp Fertility
Egg haich and adul fiea emergence

Day after Treatnent 28 31 35
Dog Group Mo. Ma. % Eficacy No. *No. % Efficeey Noo Noo % Efficocy No. ‘No. % Effcacy
No. Egus Larvne % Eqgs Adulbs g Econ Lanag % Egaz Adulls b
510 A 32 B 19% 35 1 3% 33 13 38% 33 ? 5%
KEY) A 35 18 46% 3y 2 5% 32 24 5% 35 2 5%
508 A 3D 12 26384 37 1 3% 37 14 38% 38 4] 0%
454 A 35 g 25% iB 0 0% a7 14 38% g 0 0%
383 A N 18 B3% 38 a 6% 34 a7 18% 34 ? 8%
448 A 3/ 3 8% 38 3 8% 32 29 D% 33 3 8%
Mean a5 15 42% a8 2 4% 3z 20 850% 35 z 4%
+- 8N 2 g  24% 1 1 3% 2 T % 3 1 4%
422 B a5 0 0% 100% 37 0 0%  109% 34 2 6%  90% a7 0 0% 100%
488 B 3 0 0% 100% 34 D 0% 100% 3\ 3 &% 8% 8 0 0% 100%
A81 B a5 1 % H3% a7 0 0%  100% 38 0 0% 100% 38 D 0% 10036
4S8 B K] 0 0% 100% 3B 0 0%  100% 3z 0 0% 100% 34 0 0% 100%
485 B as 0 0%h  100% 32 D 0%  100% 20 2 %  88% 30 0 0% tDDSG
457 B 35 1 3% 4% 33 0 0% 100% 38 O 0% 100% 3% 0 0% 100%
fdesn 35 o 1%  98% 38 0 0% 35 1 3% 94% 35 O 0% 100%
+- S0 3 1 15 3% 2 0 0% 4 1 436 6% 3 0 0% 0%h
M5 205D 2

* curnuiativa total of emerged edults & nommal pre-emerged pupas
? Dury sfier reatment when re-infestad and when eggs collected

Conclusion

The data show that the product kills flea eggs; however based on the poor control performance, data do

not prove that it kills flea larvae or pupae or “all life stages” of fleas.
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48843213. Comparative Efficacies of a Fipronil + Novaluren Spot-on and Frontline Plus against
Fleas (Ctenocephalides felis) and Ticks (Rhipicephalus sanguineus) on Dogs.

Objective
To compare the labeled dose of the novaluron spot-on to an untreated control and Merial’s Frontline
Plus for dogs in controlling adult cat fleas and Brown dog ticks.

Set Up

Eighteen dogs were divided in to 3 groups:

Group A (n=6 dogs) = untreated controls

Group B (n= 6 dogs) = treated with fipronil — 9.8%, novaluron at 20% (as labeled .67ml for dogs <22
Ibs and 1.34 ml for dogs >22 Ibs)

Group C (n=6) =Frontline Plus for dogs, fipronil + S-Mcthoprene (EPA Reg No. 65331-5)

Dogs were treated on day 0 and infested with 100 cat fleas and 50 R. sanguineus ticks on days -1, 7,
14, 21, & 28. Flea/tick counts were performed ~24 hours after infestation and again 48 hours later and

were removed at 48 hours,

Efficacy was determined by the mean number of live fleas/ticks on the treated vs. untreated controls.
Results

Flea

Novaluron treated dogs had >90% efficacy at every 24 hour and 48 hour count (typically at 100%) up
to day 30 (sec tables below).

Tick

Novaluron treated dogs had >90% efficacy at every 48 hour count up to day 30 and every 24 hour
count up to day 30 with the exception of day I which had 76% efficacy (see tables below).

Page 16 of 21

118



TABLE 3 {Page 1)
Comparative Efficacios of a Fipronil + Novsturon Spet-on ang Frontline Plus against Fleas
{Cterocophalides folis) and Ticks {Rhipicephajue sanguineus) on Dogs.

Flaa Counts
Darys alter Treatmant fot {) i 2 el 8 g B 15 i6
Oogne. _ Group NG, Ef % Ho, | B8 % Wo.  Gff% Mo ER6 Mo, EXS No, EH%
431 A ﬁ% 2% 3 @“%‘f 35 S a8 77
506 A 27 30 a;% 3 P 52 50
256 A 38 25 L 40 88 82
411 A 2 24 i"%. 45 A0 57 5¢
234 A 26 25 I 39 25 52 47
k1f:) A0 28 26 g 33 3t : £9 23
Meen 280 278 375 35.0 B1.5 57.5
H-5D. 4.6 41 54 42 ‘4.7 .4
482 B 1 S5% 4] 1C3% o 1005 100% W 100%
222 ) 0 190% e 100% 2 100% 100% ¢ 100%
520 8 0 100% ¢ 1e0% ¢ 100% 100% 0 100%
482 8 2 100% 0 100% 0 100% 1C0% o 100%
483 B C  100% 0 100% 0 100% 16a% G 100%
448 8 0 100% 0 100% & 100% 100% 6 100%
Maon 02 9% g 100% £ 100% 100% 05 iot%
+- S0, 04 1% 5 o% Do 0% 0% co o
229 c 0 10C% 0 100% 9 100% 130% 0 100%
304 c 17 5% 6 130% 8 0% 100% 7 100%
357 C 8 68% 3 100% ¢ 00% 100% C100%
424 c 10 B4% 0 100% 0 100% 108% ¢ 100%
380 C 6  T9% 0 100% 0 100% 100% 0 100%
515 ¢ 4 88% 0 100% 5 00% 100% 2 160%
w Wiean 68 6% 0 100% 0 O 1% 50 100%
_—g +#-5D 44 B% 30 0% 00 0% 0% oo 0%
<]
= 84S 272D Infestations wers with <00 fless
8
G
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Comparative Efficacies of a Fipronil + Movaluren Spot-on and Frontline Plus against Fizag
(Ctenacenhalides fells) and Ticks (Rhiplcephalus sanguineus) on Dogs.

TABLE 3 {Page 2}

Flea Counts
Cays akter {ieatmentTeel 72 23 ey 25 kX
Ceq na. Grovp No Ef %% Ho., B £ % MC. ff %%
43 A 47 40 430
&6 ES 45 43 47
225 A o 58 55
411 A 54 52 ED
234 A 50 43 A3
3va A 39 <) 37
Mean 493 47.8 237
+. 50, 13 11.4 3.0
b
482 2] 165% c 100% b4 100% Q 100%
prvd B 168% 2 100% [ 10% 3 100%
526G a3 100% ¢ 103% 0 0% 4 100%
482 B 100% 0 100% c 100% c 100%
483 B O c 160% c 100% 8] 100%
448 8 100% 1] 00% ) 1008¢ c 1090%
Cluan 1000 a0 160% c 1003 ] 1003
+-5.0. 100% ¢o 0% 0.0 3% 0.0 5%
b
229 & 100%% ] 130% ¢ 100% O 160%
klial o 100%: c <La% c 16535 o 106%
357 c 1505, G 10505 0 104% o 100%
424 G <B0% 0 1006% c 100% ] *00%
380 C 100% c 100% I 160% 4 160%
5135 [+ 100% 0 1009 c 100% ] 10055
Maan 100% 3.0 100% 4] 0% [ 100%
.50, 3% 0.0 C%% 4 Xe3 0% 0.0 0%t
88 2220 infastrions were with 100 Szas
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Tick Tables

TABLE 4 {page 1)
Comparativa Efficacles of a Fipronil + Novaluron Spot-on and Frontline Plus against Fleas
{Ctenocephatides feiis) and Ticks (Rhipicephaius sanguineus) on Degs.

Tick Comts
Dzys after Troaimen! ki
Dog no. . Croup No, Ef e Ho. N, No, ER%
431 A 12 i3 20 43
05 A tg 18 17 35
258 A 17 5 16 38
414 A 11 13 25 31
238 A 11 R4 16 39
378 A 20 18 18 3
Maen 150 4.5 187 352
+- 8D 4.1 2t 34 48
0
A2 B T3 2 q b} 106%
222 B 50% 3 g < PN
520 e T4% 1 0 1 aT%
462 B ity o] 4] [ 100%
483 B BT 0 ] 0 100%
<438 B B0% 4] 4] 3 150%
Mazn T6% o8 0 02 0O
+ 5,0 9% 1.3 0.0 5.4 g
G
2249 c 27% 2 H 0o 1%
301 [ 40% 3] g [1] 100%
357 c 2T% 3 4] 4 100%
A4 [ A0% 4 1] 0 1005
- 3B S 8% 3 O ¥ 100%
3¢5 c 933 5 S6% ¢ g [ I {174 ]
Laean 54% 3.0 74% g 1.9 0%
+-8.D. 26% 1.5 10% 090 LC 0%
S 2220 Infestetions were with 53 R sanguineus ticks
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TABLE 4 {page 2)
Comparative Efficacies of a Fipronii + Novaluron Spot-on and Fremliine Plus against Fleas
- {Crenocephalides feiis) and Ticks {Rhipicephalus sanguinens) o Dogs.

122
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Tick Counts
Days after Trea'ment i 22 8 0
Dog ro. Group No. [5E Ho. EH % NO. %
431 A o8 37 32
506 A 45 a4 43
226 A L) 42 57
411 A 43 43 53¢
234 LY 42 40 o5
378 A 37 38 37
Mean 4z 43.7 487
+-5.D, 34 28 3.0
0
482 B 100%: C 1005 160% ] $00%
222 B 100% ] 100% 1C05% ¢ 00
E72H 8 eh% ] 0% 0% 4] W0
462 8 100% o 100% 160% O 1008
483 8 100% 0 100% 10% 4] 1005,
448 2] 100% 0 180% 10036 1! 103%
Momn 108% 0.0 100% 583 a 100%
........ - 8.0, 1" 00 8% 4% 00 (134
0
el ¢ 100% 0 100% 88% ) 100%
304 [ 16054 4] 100% 88% y] 305%:
357 C 100% ] 100% 10036 ¢ 100%
424 c 100% a 1003 100% 0 100%
350 C 100%% 1) 1GG% 100% i 100%
813 o 1G0% 0 100% “ %% [ 1008
Hezn 180% ohn 100% B8% 0 1206%
+#- 850 0% 0.0 0% 1% 0 0%
15 2220 infastations weng with 80 A songuinons tcks

Conclusion

v

The dose given of the fipronil + novaluron combination product was efficacious against adult cat fleas
30 days.

and adult R. sanguineus ticks on dogs for up to

Claims

The following claims are acceptable:

Any claim referring to killing adult fleas or flca eggs for up to I month [30 days]

¢

Al claims on proposed label for ticks, mosquitoes and chewing lice are acceptable based on

cited data provided



The following claims are not acceptable based on the data provided and must be removed from the
proposed label:

e  Any claim referring to flea larvae or pupae

e Any claim referring to “All life stages” of fleas

“Completely” breaks the flea life cycle

“Seven and 8 way protection” needs to be revised to not include flea larvae and pupae

a

Other claims:

¢ Revise the weights for dogs as according to the companion animal safely memo
¢ Qualify “long lasting”
e Delete “specially formulated™

In addition, delete the following claims as they were not tested on this combination:

“Fast acting”

“Dogs can be bathed 24 hours after treatiment”

“Patented technology™

“Waterproof™

“Remains cffective even afier bathing, water immersion, or exposure to sunlight™

o & © e O
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RE: 53883-GRE, efficacy question
James Messina to: Autumn Metzger 02/05/2013 09:04 AM
Ce: "Anne Turnbough {aturnbough@ControlSolutionsinc.com)”

History: This message has been forwarded.

Dear Aytumn,

We reviewed EPA’s question regarding the efficacy data (MRID 488432212) submitted to
support the pending registration application under 53833-GRE. The Agency noted that this study
demonstrated low adult emergence for the controls {often below 6%) on many of the days. We
contacted the performing laboratory and the study author (Tom Miller, Ph.D.) and Dr. Miller
provided the following response:

The procedures that are used in the adult flea emergence component of these studies have
historically not resulted in high control adult flea emergence ratios at 1 month after incubation,
because this system is artificial. In nature, this low yield of adults is compensated by the high
biotic potential of the flea's prolific egg production. In most biological systems, that do not have
parental care, juvenile survival to adulthood of 5% is a high estimate and in many systems it is
much less than 1%. There are no data to actually show what is the normal adult development
ratio from flea eggs in nature, i.e., the dog's home environment.

The concern about adult flea emergence is for practical purposes irrelevant since the egg hatch
data shows 90% and higher flea egg sterilization for 38 days, 8-10 days beyond the proposed 1
month label claim. No flea egg survival means no adult flea emergence, Irrespective of the low
control emergence results, these values are close to, or better than the flea egg hatch inhibition
data for the same date. Also higher efficacy based on adult flea emergence is to be anticipated,
since the developing flea larvae in the culture media preferentially feed off adult flea frass (that's
why their guts are usually colored red) and the frass is usually contaminated with the IDI, as are
the egg shells from which these larvae hatch. Because the eggs picked out the amount of essential
frass is miniscule, compared with nature.

We hope that the above addresses the Agency’s question. If you need additional information,
please contact Anne or me.

Best Regards,

James Messina
Exponent
202.772.4932 office
301.808.1181 mobile

From: Metzger.Autumn@epamail.epa.gov [mailto:Metzger. Autimn@epamail.epa.gov]
Sent: Tuesday, January 15, 2013 11:41 AM

To: James Messina

Subject: 53883-GRE, efficacy question
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Hello James,

In reviewing the efficacy data for the IGR qualities of Novaluron, MRID 48843212 has very low adult
emergence for the controls often below 6% on many of the days. | am not seeing anything in the report to
discuss why this may have occurred or why the data should be considered acceptable. We will need some

sort of rationale in writing.

Autumn Metzger

Biologist

U.S. Environmental Protection Agency
Insecticide-Rodenticide Branch
Registration Division {(7505P)

1200 Pennsylvania Ave. NW
Washington, DC 20460

Tel: 703 305-6314

Fax: 703 308-5433
Email: metzger.autumn@epa.gov
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CSI Revised End-Use Formulation

James Messina to: John Hebert 11/16/2012 12:58 PM
. Autumn Metzger, "Anne Turnbough
" (aturnbough@ControlSolutionsinc.com)” , Matthew Feinberg

John,

On behalf of our client Control Solutions, Inc. (CSi), Exponent is requesting to withdraw our October 18,
2012 submission. (attached) of a new end-use formulation for EPA File Symbol $3883-GRE. We request

If you have any questions, please contact me. ~ X Q{eim@ @(‘\(@1 \{\(9_& (;Q{}%ﬁul(:@‘)d

Best Regards, ‘AM?}Z\J'\( Q}&AC I 0(;5 n
4 i\

James Messina ?\Cbb p

Principal Regulatory Consyltant

Exponent

Center for Chemical Reguiation and Food Safety
1150 Connecticut Avenue, N.W.

Suite 1100

Washington, DC 20036

202.772-4932

202-772-4979 fax

301-908-1181 cell

CONFIDENTIALITY NOTICE: This electronic transmission {including any files attached hereto) may
contain information that is privileged, confidential and protected from disclosure. The information is
intended only for the use of the individual or entity named above and is subject to any confidentiality
agreements with such party. If the reader of this message is not the intended recipient or any empioyes or
agent responsible for delivering the message to the intended recipient, you are hereby notified that any
disclosure, dissemination, copying, distribution, or the taking of any action in reliance on the contents of
this confidential information is strictly prohibited. if you have received this communication in error, piease
destroy it immediately and notify the sender by telephone. Thank you

B .

Fip+Novaluron Cover I__ezer 10-18-2012.pdf.pdf
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

Agenst

'a:'i{ ofe §
P November 06, 2012 OFFICE OF CHEMICAL SAFETY
AND POLLUTION PREVENTION

SN,

CONTROL SOLUTIONS, INC.
5903 GENOA-RED BLUFF ROAD
PASADENA, TX 77507-1041

Report of Analysis for Compliance with PR Notice 11-03

Thank you for your submittal of 19-OCT-12. Our staff has completed a preliminary analysis
of the material. The results are provided as follows:

Your submittal was found to be in full compliance with the standards for submission of data
contained in PR Notice 11-03. A copy of your bibliography is enclosed, annotated with Master
Record ID's (MRIDs) assigned to each document submitted. Please use these numbers in all future
references to these documents. Thank you for your cooperation. If you have any questions
concerning this data submission, please raise them with the cognizant Product Manager, to whom
the data have been released.
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S0 e UNI: .0 STATES ENVIRONMENTAL PROTECTION AGENCY
A2 WASHINGTON, D.C. 20460

Nv74
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RLleil P
AGENC

&

October 31, 2012 :
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

ANNE TURNBOUGH, PH.D.
CONTROL SOLUTIONS, INC.
5903 GENOA-RED BLUFF ROAD
PASADENA, TX 77507-1041

PRODUCT NAME: CSI Fipronil + Novaluron Spot-On for Dogs
COMPANY NAME: CONTROL SOLUTIONS, INC.

OPP IDENTIFICATION NUMBER:

EPA FILE SYMBOL: 53883-GRE

EPA RECEIPT DATE: 10/19/12

SUBJECT: RECEIPT OF AMENDMENT
DEAR REGISTRANT:

The Office of Pesticide Programs has received your application for an amendment and it
has passed an administrative screen for completeness.

During the initial screen we determined that the application appears to qualify for fast
track review. The package will now be forwarded to the Product Manager for review to

determine its acceptability for fast track status.

If you have any questions, please contact Registration Division, Risk Management Team
7, at (703) 308-6249.

Sincere%,

Front End Processing Staff
Information Services Branch
Information Technology & Resources Management Division
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Fee for Servicel 1925967\~

This package includes the following for Division
© New Registration ©AD
°©BPPD
® Amendment |
*RD

- O Studies? = Fee Waiver?

“volpay % Reduction:

Risk Mgr. 7

Receipt No. S-| 925967
EPA File Symbol/Reg. No. | 53883-GRE
Pin-Punch Date: 10/19/2012

This item is NOT subject to FFS action.
Action Code: ' Parent/Child Decisions: |

Requested:

Granted:

Amount Due: $

= Inert Clearjd( r I41tended Use Uncleared inert in Product

/ { A ]/(3 Date: /5/3[//1

Reviewer:

Remarks:




Please read tnstructions on reverse before completing form.

Form Approved. OMB No. 2070-0060, Approval expires 05-31-98

United States

EPA

Washington, DC 20460

Environmental Protection Agency

< Registration | OPP Identifier Number
[ ] Amendment

D Other

Application for Pesticide - Section |

t. Cempany/Product Number
53883-GRE

2. EPA Product Manager 3. Proposed Classification

John Hebert

4.  Company/Product (Name)
Control Solutions, Inc.{CS| Fipronil + Novaluron Sgot-on tor Dogs

S5.PM# 7

Eﬂi\iane I:’Reslricted

5. Name and Address ot Applicant {leciude 2/P Code)
Control Solutions, Inc.

5803 Genoa Red Bluff
Pasadena, TX 77507

Ij Check if this is a new address

6. Expedited Review. In accordance with FIFRA Section 3(c)(3)(b)(D, my
product is similar or identical in composition and labeling to:

EPA Req. No.

Product Name

Section ll

I:’ Amendment - Explain betow.
I:’ Resubmission in response to Agency letter dated XX{-XX-XX

D Notification - Explain below.

I:’ Final printed labels in response fo Agency letler dated XX-XX-XX

I:’ “Me Too” Application

& Other - Explain below.

Explanation; Use additional page(s) i necessary. (For section | and Section It)
Submission of additional support data for a registration application for the new end-use product CSI Fipronil + Novaluron

Spot-on for Dogs.

Section lll

1. Material This Product Will Be Packaged In:

Child-Resistant Packaging Unit Packaging Water Sotuble Packaging 2. Type ol Container
Yes® Yes D Yes D Metal
D No D No No @ Plastic
It *Yes” No. per i “Yes" No. per DGlass
*Ceartification must i(.))rg; ;”?]ckag(igg6 ;vglI ) ' Czor:n;la‘i{;'ne.lf Package wgl. Container DPaper
be submitted . 0z (V.07 m 2% 50 O
0.045 1oz (.34 mb | O, 12, 24 vials ify) Plastic B
Other (Specify) tic Bag
0.091 oz (2.68 ml)
0.136 f1 oz {4.02 ml)

3. Location ol Net Contents Information

gLabel D Container

4. Size(s) Retail Container

0.023 oz {0.67 ml). 0.045fl 0z {1 3¢ ml), 0.05L #
oz {2.68 ml), (.136 f 02{4.02 mD)

5. Location o} Label Directions
DOn Can
0n Labeling accompanying product

| JLithograpn
DPaper giued

DSlenciled

6. Manner in Which Label is Affixed to Product

Xother

Section iV

1, Contact Point (Complete iterns direcly beiow for idenlificalfon of individual to be comacted, if necessary, 1o process this application.)

Name Title: Telephone No. (Include Area Code)
Anne Tumbough Director, Regulatory Affairs 281-892-2532
Certification 8. Date Application
I certity that the statements | have made on this lorm and all attachments thereto are true, accurate and complete. | Received
acknowledge that any knowingly lalse or misleading statement may be punishable by fine o imprisonment or both (Stamped)

under applicable law.

-
2. Signature S 3. Title
7y lurnb Og)fjkm . )
gy o QL i Director, Regulatory Affairs
4. Typed Name: Anne Turnbough 5 Date: 10/18/2012




*Pages 132-134 - Claimed confidential by submitter*



TRANSMITTAL DOCUMENT
NAME AND ADDRESS OF SUBMITTER:

Control Scolutions, Inc. (EPA Company No.33883)
5903 Genoa Red Bluff
Pasadena, TX 77507-1041

CONTACT PERSON (Return to}

Anne Turnbough

Control Solutions, Inc,
5903 Genoa Red Bluff
Pasadena, TX 77507-1041

REGULATORY ACTION SUPPORTED BY THIS PACKAGE:

This submission is to provide additional support information for the pending the EPA
registration application for the new end-use product CSI Fipronil + Novaluron Spot-On for Dogs

(EPA File Symbol 53883-GRE).

SUBMITTAL DATE:

October 18, 2012

Volume Study Title MRID No.
I Administrative Materials 48932300
2 Group A Product Chemistry for the End-Use Product CSI 48932301

Fipronil + Novaluron Spot-On for Dogs
3 NF2 Spot-On Product Chemistry 48932302
4 NF2 Spot-On Acute Oral Toxicity (UDP) in Rats 48932303
5 NF2 Spot-On Acute Dermal Toxicity in Rats 48932304
6 NF2 Spot-On Acute Inhalation Toxicity in Rats 48932305
7 Acute Eve Irritation Study in Rabbits 48932306
8 NF2 Spot-On Acute Dermal Irritation in Rabbits 48932307
9 NF2 Spot-On Skin Sensitization in Guinea Pigs 48932308
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C 0 NERO L
SOLUTIONS

lncorporalad

A Mukhieshim-Agan Compapy

October 18, 2012

John Hebert, PM7

Office of Pesticide Programs (7504P) (REGFEE)
U.S. Environmental Protection Agency
Document Processing Desk

Room $-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202

Subject: Pending Registration Application Support for a Revised End-Use Formulation
CSI Fipronil + Novaluron Spot-On for Dogs (EPA File Symbol 53883-GRE)

Dear Mr. Hebert:

Please find enclosed a CD that contains a revised application package for the pending Pesticide
Registration Application for CSI Fipronil + Novaluron Spot-On for Dogs (EPA File Symbol 53883-
GRE). Included on this CD is:

Transmittal Document;

Application for Pesticide Registration (EPA Form 8570-1};

Revised Confidential Statement of Formula (Basic and Alteriates, EPA Form 8570-4};
Formulator’s Exemption Statement (EPA Form 8570-27);

Certification with Respect to Citation of Data (EPA Form 8570-34);

Revised Data Matrix (EPA Form 8570-35) - EPA and Public Versions; and
Copies of the Supporting Studies.

e e 8 °o © © &

Should you have any questions regarding thus CD, or any of the files contained within, please do not
hesitate to contact me at atumbough@controlsolutionsine.com or at 281-892-2532.

Sincerely,

- !,\w..g /) _";”Jr,»\‘b:::w@/<

Anne Tumbough Ph.D.
Director, Regulatory Affairs

Enclosures

5903 Genoa Red Bluff ¢ Pasadena, TX 77507-1041 '1x'_véww._l'g:ontrolsolutionsinc.c%
281-892-2500 +« TFax281-892-2501 » 800-242-5562 6



Form approved. OMB No. 2070-0080, 2070-005?‘., «070-0107, 2070-0122, 2070-0164.

United States
Environmental Protection Agency
Washington, DC 20460

Formulator's Exemption Statement

(40 CFR 152.85)
Applicant's Name and Address EPA File Symbol/Registration Number
Control Solutions, Inc. 53883-NEW
5903 Genoa Red Bluff Product Name
Pasadena, TX 77507-1041 CS8I Fipronil + Novaluron Spot-On for Dogs
Date of Confidential Statement of Formula (EPA Form 8570-4)
09/25/2012

As an authorized representative of the applicant for registration of the product identified above, { certify that:
(1) This product contains the following active ingredientis):

Fipronil
Novaluron

(2) Ofthese, each aclive ingredient fisted in paragraph (4) is present solely as the result of the use of that active ingredient in the manufacturing,
formutation or repackaging another product which contains that active ingredient which is registered under FIFRA Section 3, is purchased by
us from another person and meets the requirements of 40 CFR section 158.50{e){2) or (3).

(3} indicate by checking (A) or (B) below which paragraph appiies:

7T (A) An accurate Confidential Statement of Formula (EPA FORM 8570-4) for the above identified product is attached to this statement,
That formuia statement indicates, by company name, registration number, and product name, the source of the active ingredient(s) fisted in
paragraph (1).
OR

"1 (B) The Confidential Statement of Formula (CSF)EPA Form 8570-4) referenced above and on file with the EFA is compiete, current, an
accurate and contains the information required on the current CSF.

{(4) The following active ingredients in this product qualify for the formulator's exemption.

Source

Aclive Ingredient Product Name Registration Number
Fipronil [
Fipronil [}
Fipronil [
Fipronil [

Novaluron [

Signalure -~ Name and Title Date

4 Tornk nu\zfj s
f\"r’\,&\ 2. {‘? loe oot Anne Turnbougly, Director, Regutatory Affairs 10/18/2012

EPA Form 8570-27 (Rev. 06-2004) T Copy 1 -EPA _
i ¢ Copy 2 - Applicant copy

*Product ingredient source information may be entitled to confidential treatment* o
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Form Approved OMEB Nos. 2070-0060; 2070-0057; 2070-0107; 2070-0122; 2070-0164

@3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
Q\_‘&of 1200 Pennsylvania Avenue, N.W.

WASHINGTON, D.C. 20460

Paperwork Reduction At Notice: The pubtic reponing burden for this collection of inforination is estimaled to average 1.235 tours per response For registration
aid .23 honrs per response Tor reregistration antd speciad review activities, incloding time for reading the instructions and comipleting the necessary forns. Send
cormnents regarding burden cstimate or any other aspect of tis cottection of informaion, including sugpesiions for reducing the burden to: Director, Coltection
Strategies Division (2822T), ULS. Envirowsental Protection Agency. 1200 Pennsylvania Avenoe, N.W., Washington, DC 20460, Do noi send ihe comnpleied for
to ihis address,

Certification with Respect 1o Citation of Data

Applicant'sfRegistrart’s Name, Address, and Telephone Number EPA Registration Number/File Symbol
Control Solutions, Inc., 5803 Genoa Red Bluff Pasadena, TX 77507 53883-GRE

Active Inaredientfs) and/or representalive test compound(s) Date

Fipronil and Novaturon Oclober t8, 20t2

General Use Paltemn(s) {is! all those claimed for this product using 40 CFR Parl t58) Product Name

Indoor non-food C3I Fipronil + Novaluron Spot-On for Dogs

NOTE: If your productis a 100% repackaging ot another purchased EPA-registered product labeled for all the same uses on your label, you do not need to
submil this form. You mus! submit the Formulator's Exemption Stalement (EPA Form 8570-27).

! am responding to & Dala-Call-in Notice, and have included with this form a list of companies sent offers of compensation (the Data Matrix form should
D be used for this purpose}.

SECTION t: METHOD OF DATA SUPPORT (Check one method only)

I am using the cite-all method of support, and have inCluded with this form I am using the seleclive method of support (or cite-all option
D a list of companies sem offers of compensation {the Data Matrix form under the seleclive method), and have included with this form a
should be used for this purpose). completed list of data requirements {the Data Matrix form musi be
used).

SECTION ii: GENERAL OFFER TO PAY

[Required if using the cile-all method or when using the cite-all option under the selective method to satisfy one or more data requirements|

D ! hereby offer and agree {0 pay compensation, o other persons, with regard lo the approvat of this application, 1o the exten! required by FIFRA.

SECTION itt: CERTIFICATION

| certify that this application for registration, this form for reregistration, or this Data-Call-In response is supported by all data submilted or dited in the
application for registration, the form for reregistration, or the Data-Call-In response. In addifion, if the cite-all option or cile-all option under the selective method is
indicaled in Seclion |, this application is supported by all data in the Agency's files that (1) concem the properlies or effects of this produc! or an identicat or
substantially similar product, or one or more of the ingredients in this product; and {2} is a lype ot dala that would be required o be submitled under the data
requirements in effect on the date of approval of this application if the application sought the initial registration of a product of identical or similar composition and
uges .

| certify that for each exclusive use study ciled in support of this registration or reregistration, that | am the original data submitter or that | have obtained
the wrillen permission of the origina! data submitier 1o cile thal study.

| certify that for each study cilted in support ot this registration or reregistration thal is nol an exclusive use sludy, efther: {a} | am the onginal data
submitter; (b} have oblained the permission of the origing! data submiitter 1o use the study in support of this application; {¢) all periods of eligibility for
compensation have expired for the sludy; {d) the study is in the public ilerature; or (&) | have notified in writing the company that submitied the study and have
offered {) to pay compensation ta the exient required by sections 3(c){1)(F) andfor 3{c)(2)(B) of FIFRA; and {ii) lo commence negotiations 1o determine the
ampunt and lerms of compensation, if any, to be paid for the use of the study.

{ cerlify that in all instances where an offer of compensation is required, copies of all offers to pay compensation and evidence of their delivery in
accordance with sections 3{c){ t)(F) andfor 3(c)(2)B) of FIFRA are avaitable and will be submitted to the Agency upon request. Should | fail 1o produce such

evidence 1o the Agency upon request, { understand that the Agency may iniliate action to deny, cancel or suspend the registration of my product in conformity with
FIFRA.

t certify that the statements { have made on this form and all attachmenls to it are irue, accurale, and compiete, | acknowledge that any
knowingly false or misleading statement may be punishable by fine or imprisonment or both under appticable law.

Signature /:u Date Typ&d or:P ﬁ_nte_& NSmeandTiue :
‘E\"‘""" o W lorn o 101182012 | Anne Tumbough, Director, Regulalory Affairs

EPA Form 8570-34 {12-2003) Electronic and Paper versions available. Submil orly Paper version,
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S,W.
WASHINGTON, D.C. 20460

Farm Appreved OME No. 2010-006¢

Paperwoerk Reduction Act Notice: The public reporting burden for this collection of information is estimoted 10 average 0.25 hours per response for regisization activities and 0.25 hours per response for
reregistration and special review activities, including time far reading the ingtruction and campleting the neeessary farms, Send comments regarding the burden cstimaic or any other aspect of this collection

of infarmation, including suggestions for reducing the burden to Directar: OPPE Infarmation Management Division (2137) U.S. Environmental Proiection Agency, 40t M Sirect, S W., Washingion, DC
20460. Da not send the fonn 1o this address,

DATA MATRIX
Date; Qctober 18, 2012 EPA Reg No./File Symbol 53883-GRE Page 1 of 6
Applicant’s/Registrant’s Name & Address Product: CS1 Fiprnnil + Novaluron Spot-on for
Control Solutions, inc., 5903 Genoa Red Bluff, Pasadena, TX 77507 Dogs
Ingredients: Fipronil, Novaluron
Guideline Refercnec Number Guideline Study Name MRID Number Submitter Status Note
$30.1550, 830.1600, 830.1620, i Group A Product Chemistry 48843201 Control Solutinns, Inc. OWN
830.1650, 830.1670, 830.1700, 48932301 -
$30.1750
330.1800 Enforcement analytical method 48843202 Conirol Soluticns, Inc. OWN
$30.6302, 830.6303, 830.6304, | Group B Product Properties 48843203 Control Solutions, 1nc. OWN
830.6313, 830.6315, 830.7100, 48932302
$30.7300
£30.6314, 830.6316, 830.6317, | Waiver Request for Group B Product Properties 48843214 Control Solutions, Inc. OWN
830.6319, 830.6329, 830.6321,
£30.7520
£30.6317, 830.6320 Storage stability and corrosion characteristics To be conducted Control Solutions, lnc. QOWN
$70.1100 Acute oral toxicity 48843204 Control Solutions, 1nc. OWN
48932303
£70.1200 Acute dermal toxicity 48843205 Control Sclutions, Ine. OWN
48932304
£70.1300 Acute inhalation toxicity 48843206 Control Selutions, Inc, OWN
48932305
870.2400 Primary eye irritation 48843207 Control Solutinns, 1nc. OWN
48932306
£70.2500 Primary dermal irritation 48843208 Control Selutions, lnc. OWN
48932307
870.2600 Dermal sensitization 43843209 Control Solutions, lic. OWN
48932308
40 CFR 157 Child Resistant Packaging Study: Thermoforme Blister Pack 48703501 Chanclle Pharmaceuticals PER
for Pipettes of 9.67 mL Capacity Manufacturing Ltd.
40 CFR 157 Child Resistant Packaging Study: Thermoforme Blister Pack 48703502 Changlle Pharmaccuticals PER
for Pipettes of 1.34 mL Capacity Manufacturing Ltd.
40 CFR 157 Child Resistant Packaging Study: Thermoforme Blister Pack 48652701 Hortizon Valley Generics, Inc. } PER
Inr Pipettes of 2.68 mL Capacity
40 CFR 157 Child Resistant Packaging Study: Thermoforme Blister Pack 48703503 Chanelle Pharmaceuticals PER
for Pipcttes of 4.02 mL Capacity Manufacturing Lid.
Signature: Name and Title Date
— Anne Turnbough, Dircetor, Regulatory Affairs 10/18/2012
f\w;e_ m Iurﬂb0ﬁ< . R

EPA Faun E370-35 {5-97) Elechanic and Paper Versians Availabla. Subnus only Paper veisian.

Agency Inlernal Use Capy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.

WASHINGTON, D.C. 20460

Ferm Appraved OMN Ne. 2070-0060

not send the form to this address.

Paperwork Reduction Aet Nozite: The public reporting burden for this collection of infiirmation is estimated to average 0.25 hours per response for regislration activitics and 0.25 honrs per responsc for
reregistration and special review activities, including time for reading the instruction and completing the necessary forms. Send comments regarding the burden eslinate or any other aspect of this collection of
information, including suggestions for redueing the burden te Director: OPPE Information Management Divigion {2 137} U S, Environmental Protection Agency, 401 M Street, S.W., Washingtin, DC 20460, Do

DATA MATRIX
Date: October 18, 2012 EI'A Reg No./File Symbol 53883-NEW Page 2 of 6
Applicant’s/Registrant’s Name & Address Product: CS1 Fipronil + Novaluron Spot-on for
Control Selutions, Inc., 5903 Genoa Red Bluff, Pasadcoa, TX 77507 Dogs
| Ingredicnts: Fipronil, Novaluron
Guideline Refercnce Number i Goidelioe Study Name MRID Number Subniiticr Status Note
NA Child Resistant I'ackaging Study Test Summary Report: Thenpoforme 48703504 Chanelle Pharmaccuticals PER
Blister Pack for Pipettes of 0.5 mL Capacity, 0.67 mL Capacity, 1.34 mL Manufucturing Ttd.
Capacity, 2.68 ml. Capacity, 4.02 mL Capacity
NA Use of One Tube 1x Child Resistaot Unit Packaging Duta (Child and 48614201 Scrgeant’s Pet Care Products, | PER
Senior) to Support All Unit Configurations for Fiprouil Based Spet-On Ine.
Registrations
40 CFR 157 Evaluation of the Dog Squceze Co (.67m] Whitc Applicator with Orange 48614202 Sergeaot’s Pct Care Products, | PER
Label lodicator (1x), Scissors 10 Open « F=1 as a Poison Prevention Ine.
Package for Sergeaot's Pet Care Products, Inc.
40 CFR 157 Evaluation of the Dog Squeeze On 1.34m] White Applicator swith Green 48614203 Sergeant’s Pot Carc Products, | PER
Label lodicator {1x), Scissors 1o Open - F=1 as a l%ison Prevention Ine.
P'ackage for Sergeant's Pet Care Products, Ine,
HCIR 157 Evoluation of the Dog Squccze on 2.68ml White Applicator with Red 48614204 Sergcant’s Pel Care Products, | PER
Label Indicator (1x), Scissors to Open - F=1 as a P'oison Prevention Inc,
Package for Sergeant's Pet Care Product, Inc.
40 CFR 157 Evaluation of the Dog Squceze On 4.02ml White Applicator with Bluc 48614205 Sergeant’s Pet Care Products, | PER
Label Indicator (1x). Scissors to Open - =1 as a Poison Prevention Ine.
Package for Sergeant's et Care I'roducts, Inc,
40 CFR 157 Evaluation of the Dog Squecze on (.67m] White Applicator with Orange 48059803 Scrgeant’s Pet Care Products, | PER
) Label Indicator (3x), Scissors to Open - F=1 as a Poison Prevention Ine.
Package for Scrgeant's Pet Care Products, Inc.
40 CFR 157 Evaluation of the Dog Squccze on 1.34ml White Applicator with Green 1859804 Scrgeant’s Pet Care Products, | PER
Label Indicator (3x), Scissors to Open - F=1 as a Poison Prevention Inc.
Packape for Scrgeant's Pet Care Products, Inc.
40 CFR 157 Evaluation of the Dog Squccze on 2,.68m] White Applicator sith Red 18598065 Bergeant’s Pet Care Products, | PER
Label Indicator (3x), Scissors to Open - F=1 as a Poison Prevention Inc.
Package for Sergeaot's Pet Care Products. Inc.
40 CFR 157 Evaluation of thc Dog Squeeze on 4.02ml White Applicator with Bluc 4859806 Scrgeant’s Pet Care Products, | PER
Label Indicator (3x), Scissors to Opeo - F=1 a5 a Poison Prevention Inc.
Packagc for Sergeant's Pel Carc Proilucts, Inc,
Siguature: K MName and Title Date
2 — Anune Tumbough, Director, Regulatory Affairs 13/18/2012
N/ ’U“‘“bw@

EPA Femr8370-33 {9-97) Elecrrines 2nd Papar ¥eraons Avadable. Subm only Paper version

Ageney Iniernal Use Copy
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Form Approved OME No. 2070-1066

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
“ 401 M Street, S.W.
® WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 025 hours per responsc for
reregistration and special review activities, including tine Tor reading the instruction and complering the necessary forms.  Send eomments regarding the burden estimate or any other aspect of this cotlection

of information, including suggestions for reducing the burden to Director: OPPE Information Management Division {2137} U.S. Environmental Protection Ageney, 401 M Street, § W, Washington, DC
20460. Do not send the form tothis address.

DATA MATRIX

Date: Octnber 18, 2012 EPA Reg NoJFile Symbol 53883-NEW Page 3 of 6
Applicant’s/Registrant’s Name & Address Produet: CSI Fipronil + Novaluron Spot-on for
Contml Solutions, Inc., 5203 Genoa Red Bluff, Pasadena, TX 77507 Dogs
Ingredients; Fipronil, Novalurhi
Guideline Guideline Study Name MRID Number Submittcr Status Note
Reference Number
40 CFR 157 Evaluation of the Cat Squeeze On (.5 ml White Applicator with Purple Label 48650101 Sergeant’s Pet Care PER

Indicator (3x), scissors to open — F=1 as a Poison Prevention Package for Products, Ine.

Scrgeant’s Pet Care Products, Ine.
870.7200 General Safety Evaluation of fipronil-Novaluron Spot-on in 8-Week-0ld Puppies 48843210 Control Solutions, nc. OWN

and Adult Dogs
870.7200 Arnaud, J.; Consalvi, P. (1993) Assessinent of Tolcrance of 2 0.25%% RM 1601 43121110 MERIAL LIMITED QLD

Spray Formulation in Dogs at 3, 9, and 15 ml/kg When Applied 6 times tn the
Haireoat at 28 Day Intervals: Revised: Lab Project Number CLI138.
Ungublished study prepared by Rhone Mericux, Iuc. 69 p.

870.7200 Arnaud, J.; Consalvi, P. (1993) Domestic Animal Safety: Assessment of the 43121111 MERIAL LIMITED oLD
Toleranec of a 0.25% RM 1601 Spray in Nursing Puppies Administered Twice at
a 28 Day Interval at a Dose Rate of 6 ml/kg: Revised: Lab Project Number CLI1
180, Unpublished study prepared by Rhone Merieux, In¢, 32 p.

870.7200 Schwartz, E. {1994) Domestic Animal Safety Study of RM1601C Topical Spray 43444905 MERIAL LIMITED GlLD
{Frontline Spray Treatmenl) in Juvenile Dogs: Lab  Projcct Number: 94423: PS-
232DAS. Unpublished study prepared by White Eagle Toxicology Labs. 171 p.

870.7200 Walker, K. (1995) Discussion in Support of Bridging Domicstie Animal Safety 43577711 MERIAL LIMITED GLD
[3ata on Frontline Spray Treatment to Frontline Spot Treatment Data Package.
Unpublished study prepared by Rhone Mcricuy, Inc, 6 p.

870.7200 Powell, L.; Paffett, R. (1995) Domestic Animal Safety Study by Topical 43863802 MERIAL LIMITED OLD
Administration to Dogs: Fipronil Spot Treatment (Rv 1601E}: Lab I'roject
Number: MR X 23/950406. Unpublished study prepared by Huntingdon
Rescarch Centre, Ltd. 219 p. '

810.3300 FEverett, R,; Cunningham, J. {1993) A Dosc Titration Stady to Determine the 43121114 MERIAL LIMITED QLD
Optimal Spray Concentration of RM 1601 for Long Term Control nf the Cat
Flea Ctenocephalides felis and the Brown Dog Tiek Rhipicephalus sanguineus
in the Dng; Revised; Lab Project Numbcer; RMD 292; P/214LT, Unpublishel
study prepared by Agrescarch Consultants. 53 p.

Signature: Nanic and Title Date

— is Q:‘. Amnne Tumnbough, Director, Regnlatory Affuirs 10/18/2012
Hlan. L2, W? IUfV\- ©

EPA Voam $570-35 t9-97) Elechomic and Paper Versions Avallable Submun only Pager version Agracy lalernal Use Cogy
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Farm Approved OMN No, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
“ 401 M Street, S.W,
® WASHINGTON, D.C. 20460

Papeywork Reduetion Act Notice: The publie reporting burden for this collection of information is cstimated to average 0,25 hours per responsc for registration activities and (]fs hours per response for

rercgistration and special review activities, indudiog tume for reading the instruction and completing the necessary forms. Scnd coinments regarding the burden cstimate ot any pther aspeet of this colleetion
of information, including suggestions for redueing the burden to Director: OPPE Information Management Division (2137) U.S. Environmental Protection Ageney, 401 M Swreer, 8 W, Washington, DC
20460. Do not send the form to this address. '

DATA MATRIX
Date; October 18, 2012 . EPA Reg No/File Symbol 53883-NEW Page 4 of 6
Applieant’s/Registrant’s Name & Address Product: CS1 Fipronil + Novaluron Spot-on for
Control Solutions, Inc., 503 Genoa Red Blulf, Pasadena, TX 77507 Dogs
logredients: Fipronil, Novaluron
Guidelioc Guideline Stdy Name MRID Number | Submitter Status ; Note
Reference Number
8103300 Cruthers, L. (1993) I'roduct Performance: A Dose Confirmation Study to 43121115 MERIAL LIMITED oLD

Verify the Optimal Spray Concentration of RM 1601 for Long Residual
Control of the Cat Flea (Cicnocephalides felis) and the Brown Dog Tick
(Rlipicephalus sanguiocus) ist the Dog: Revised: Lab Project Number: 9251+
Ps215LT. Unpublished study preparcd hy Profcssional Labs and Research
Services, Inc. 51 p.

310.3300 Evcrett, R.; Cunningham, J. (1993) A Comparative Evaluation of Two 43121116 MERIAL LIMITED OLD
Treatmeot Regimes Using RM 1601 Spray for Control of the Cat Flea
Ctenocephalides felis on the Dog: Revised: Lab Project Number: RMD 692:
P2221.T. Unpublished study prepared by Agresearch Consultants, lne. 40
p-

810.3300 McCall, L; McTier, T. (1993) Laboratory Evaluation of RM 160 1Spray for 43121117 MERIAL LIMITED OLD
Conirol Dermacentor variabilis and Rhipecephalus sanguincus on the Dog;
L.ah Project Number: RM/TKS/93/11L: P5/2291,T. Unpublished study
preparcd by TRS Labs, Ine. 18 p.

£10.3300 Everett, R.; Cunniogham, J. {1993) An lovestigation Study to Evaluate the 43121118 MERIAL LIMITED OLD
Effect of Bathing of Luaboratory Dogs on the Efficacy of RM1601 Spray:
Revised: Lab Projeet Number: RMD 592: P/220LT. Unpublished study
preparcd by Agresearch Consultants, Inc. 43 p,

810.3300 Cruthers, L. {1993} Effieacy of RM1601C at 3 ml/kg and 6 ml/g 43121122 MERIAL LIMITED OLD
Against Ixodes scapularis/dammini Nymphs, Dermaecntor variabilis
Nymphs, Amblyomma americanum Nymphs, Rhipicephalus sanguineus
Nymphs, and Ctenocephalides felides Adults Using Treated Dog Hair as the
Testing Substrate: Revised: Lab Project Number: 9320: P/225LT,
Unpublished study prepared by Professional Lab and Research Scrvices, Inc,

28 p.
210.3300 Keister, 1. ; Walker, K. (1994) Frontlinc Spray Treatment (RM1601C): 43444601 MERIAL LIMITED QLD
Study Summaries. Unpublished study prepared by Rhone Mericux, Inc. 17 p.
Signuturc Name and Title Datc
e Anne Turnbougli, Director, Regulatory Affairs 10/18/2012
o S L
e 20 m ;Urﬂbo ﬁ
EPA Fonn 8570-35 (9-97) Electronie and Paper Versinns Avaleble. Submat ondy Paper version. Apency internp! Use Capy
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Farm Approved OMBE No, 2070-0060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
% 401 M Street, S W,
® WASHINGTON, D.C. 26460
Paperwurk Reduction Act Notice: Tlic public reporting burden for this colleetion ol informatiun is estimated 1o average 0.25 hours per response for registration activities and (.25 hours per responsc for
reregistration and special review activitics, including time for reading the instruction and cumpleting the necessary forms. Send commenis regarding the burden estimate or any uther aspect uf this colleetion
of infonmation, including suggestions for reducing the burden 1o Direclor: OPPE Information Management Division {2137) U.S. Environmental Protection Ageney, 401 M Street, $.W ., Washington, DC
20460. Do not scnd the form to this address.
DATA MATRIX

Dale: Ocloher 18, 2012 EPA Reg No/File Symbol 53883-NEW T Page 5 of 6
Applicanl’s/Registrant’s Name & Address Product: CSI Fipronil + Novaluron Spot-on lor
Conlrol Solutions, Inc., 5903 Genoa Red Bluff, Pasadena, TX 77507 Dogs
Ingredicnts; Fipronil, Novaluron
Guideline Guideline Study Name MRID Number | Submitter Status Nole
Reference Number
$10.3300 Walker, K. (1995) Study Summarics; Frontline Spol Treatment (RM1601E/62). 43577701 MERIAL LIMITED OLD

Unpublished siudy prepared by Rhone Mericux, Inc. 17 p,
210.3300 MeCall, 1. : MeTier, T. {1993) Positive Referenced and Untreateil Controlled, 43577712 MERIAL [LIMITED OLD

Confirmalory Laboralory Trial of RMI601E SPOT-ON Formulation Applicd to

Dogs as 3 Weight Class Defined Volumes for the Conrol of the Cat Flea

Clenocephalides felis, the Brown Dog Tick Rhipicephalus sanguineus, and Lhe

American Dog Tick Denmacenlor variabilis: Lab Projeet Numbers: RM/FLS —

TKS/94/2L: RMI VSR ~ 2491 T: PT - 2491 T. Unpublished study prepared by TRS

Labs, Inc. 41 p.
810.3300 Duke, K. {1996) Fronlline Top Spot (RM1601E/62): Study Summaries. 43651701 MERJAL LIMITED OLD

Unpublished study prepared by Rhionc Merieux, Inc, 21 p.
810.3300 Duke, K. (1996) Fronlline Spray Treaiment: Experimental Usc Permit; (Efficacy 44088901 MERIAL LIMITED OLD

Dala): Lab Project Number: PS-264CT: PS-265CT. Unpublished study prepared

by Rhone Mericux, Ine. 10 p.
810.3300 Ahmed, Z. (2002) Study Summarics: Fronlline Plus For Dogs. Unpublished study 45612701 MERIAL LIMITED PAY

prepared by Merial, 40 .
£10.3300 Pengo, G.; Pollmeicr, M.; Barrick, R. (2000) An Efficacy Study of Frontline Spray, 45620501 MERIAL LIMITED PAY

Froniline Top Spol, und ML-2,095.988 3097, for the Trealment and Control of

Trichodectes canis in the Dog: Final Report: Lab Projecl Number: PR&D 0022101,

PR&D 00221. Unpublished study prepared by Centro Velcrinario Oriolo. 24 p,
810.3300 Marchiondo, A. (2001) PR & D 0024101 Froulline Spray/Fronlline Spot-On/ML-2, 45620504 MERIAL LIMITED PAY

095, 988 509T/Dogs /Solulion/Topical: Final Report: Lab Project Number: PR&D :

0024101: PR&D 00241, Unpublished sludy prepared by Stillmeadow, Ine. 29 p.
§10.3300 Gaxiola, S.; Alva, R Irwin, J. (2001) PR & D 0052301 Froniline Spray/rontline 45620505 MERIAL LIMITELD PAY

Spol-On/Ml1.-2, 095, 988 309T/Dogs/ Solulion/Topical: Final Report: Lab Projeet

Number: PR&ED 0052301, PR&D 00523, Unpublished siudy prepared by University

of Sinaloa. 40 p.
§10.3300 Pengo, G.; Pollmeier, M. {2000) Frontline Spray & Top Spot/ Dogs/Solution/ T opical 45620506 MERIAL LIMITED PAY

Clinizl/Dosc Confirmation/ Ecloparasiles, Miles, Sarcoples Scabici var canis: Final

Report: Lab Project Number: PR&D 0012901: PR&D 00129. Uapublished study

preparcd by Cenlro Velerinario Oriolo. 23 p. '
Signalure: Niame and Title Date

—— N, Anne Turnbough, Dircelor, Regulatory Affairs 10/18/2012
";\’1’\,«\_-9—_ ) ;Ur,&boug(

EPA Form 8570-33 {9-97) Elecironit and Papar Versions Available Subradl anly Faper verston.

Azency Iniernzsl Use Copy
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Form Approved OXE Mo, 2070-0D60

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
* 401 M Street, S.W.
* WASHINGTON, D.C. 20460

Paperwork Rednetion Act Notice: The public reporting burden for this colleetion of information is estimated to average 0.25 hours per response for registzation activitics and 0.25 hours per response for
reregistration and special review aclivities, incl wling time for read ing the instruetion and completing the neeessary forins. Send comments regarding the burden cstimate or any other aspeet of this collection

of information, including suggestions for reducing the burden to Dircctor: OPPE (nformation Management Division (2137) U.S. Environmental Proteetion Agency, 401 M Street, S, W., Washington, DC
20460. Do not send the fonn to this address.

DATA MATRIX
Date: October 18, 2012 EPA Reg No./File Symbol 53883-NEW Page 6 of 6
Applicant’s/Registrant’s Name & Address Product: CS1 Fipronil + Novaluron Spot-on for
Control Solutions, Inc., 3903 Genoa Red Bluff, Pasadeaa, TX 77507 Dogs
Ingredients: Fipronil, Novaluron
Guidcline Refercnce Guideline Study Name MRID Number | Submitter Status Note
Number
810.3300 Pengo, G., Pollmeier, M. (2002} Study to Confirm the Efficacy nf 45628201 MERIAL LIMITED PAY

Fipronil Against Lice in Dogs Under Field Conditions: Fiaal Report:
Lab Project Number: PR&D 0037401, Unpublished study prepared by
Centro Veterinario Oriolo. 21 p,

§10.3300 McCall, J.; Alva, R.; lewin, I.; et al. (2002} A Study to Evaluate the 43866902 MERIAL LIMITED PAY
Efficacy of Frontline Plus for Control of Mosquilocs, Aedes aegypli, 1m
Dogs: Final Report: Lab Project Number: PR&D 0055201, Unpublished
study prepared by TRS Labs, Inc. 24 p.

8190.3300 Dose Titration Probe with Novaluron Squeeze-Oas on Dogs Measuring 48843211 Control Solutions, Inc. OWN
Flea Egg Sterilization

£19.3300 Dose Confirmation for a 30 day Claim for a Novaluron Squeeze-On on 48843212 Control Solutions, Inc. OWN
Dogs Meusuring Flea Egg Sterilization

810.3300 Comparative Efficacies of a Fipronil + Novaluron Spot-on and Frontline 48843213 Conirol Solutions, Inc, OWN

Plus against Fleas {Crenocephalides felis} and Ticks (Rhipicephatus
sanguincus) on Dogs,

Signature: Name and Title Date -
e Anne Turnbough, Director, Regulatory Affairs 16/1872012
b ~
f\'\fum,.& v o L{‘j(

EPA Form 8$570-15 |9-97) Electronie and Paper Versions Avalable. Submet only Paper version. Agency Inlernal tse Copy
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Information needed for a Notice of Receipt NOR:

1. EPA Reg Nos. = 53883-GRE (end-use)
2. Chemical Name(s) = Novaluron
3. Proposed new uses* =
o Pet Spot on for Dogs
4. Docket Number = EPA-HQ-0OPP-2012-0627
5. Name of registrant and company address.
Control Solutions, Inc.
5903 Genoa Red Bluff
Pasadena, TX 77507

6. Agency contact (as they want it to appear within the FR); phone number
and email =

« Autumn Metzger, 703-305-5314, metzger.autumn@epa.gov
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aboul issues associaled with integraling
environmenlal justice concerns into
EPA’s oulreach aclivilies, public
policies, and decision aboul science,
regulatory, enforcemenl, and
compliance issites relaled to
environmenlal juslice. Inquiries may be
direcled to Vieloria Robinson, NEJAC
Designaled Federal Officer, U1.S. EPA,
1200 Pennsylvania Avenue NW., [Mail
Code 2201A), Washington, DC 20460.

Dated: July 13, 2012,
Cynthia Giles,

Asgsistont Administrator, Office of
Enforcement oud Coinplionce Assurouce.

|FR Dar. 2012-23588 Filed 8-25-12; #:45 am|
BILLING CODE §550-50-F

ENVIRONMENTAL PROTECTION
AGENCY

{Petition IV-2011~1; FRL-9734-2]

Clean Air Acl Operating Permit
Program; Pelition for Objection to
State Operating Permil for Tennessee
Valley Authority’'s Shawnee Fossil
Plant; McCracken Counly, KY

AGENCY: Environmenlal Proteclion
Agency (EPA),

ACTION: Notice of final order on pelilion
to objecl to a slale operaling permil.

SUMMARY: Pursuan! to Clean Afr Act
{CAA) Seclion 505(b}(2}, the EPA
Administrator signed an Ovder, daled
Augusl 31, 2012, denying a pelilion lo
object Lo a CAA lille V operating permil
issned by the Kenhicky Division for Alr
Quality (KDAQ) to Tennessee Valley
Authorily for its Shawnee Fossil Planl
{SFP) facility located in Wesl Paducah,
Kentucky. This Ordor conslilules a final
action on the petilion daled February
28, 2011, and submilled by the
Environmenlal Inlegrily Projecl and lhe
Southern Alliance for Clean Encrgy
{Petitioners), Pursuanl lo seclions 307(b)
and 505(b}(2} of lhe CAA, a petition for
judictal review of lhose parls of Lthe
Order Lha! deny lhe pelilion may be
Yiled in the Uniled Slales Court of
Appeals for lhe appropriale cireuil
wilhin 60 days from the dale Lhis nolice
is published in the Federal Regisler,

ADDRESSES: Copies of the Order, Lhe
petilion, awd informalion relaling
lherelo are on [ile al the lollowing
location: EPA Region 4; Alr, Pesticides
and Toxics Management Division; 61
Forsyth Slreel SW., Atlanta, Georgia
30303-8960. The Order is also available
eleclronically al the Jollowing address:
hltp://www.epo.gov/region07/air/lille5/
peliliondb/petilions/
shownee_response2071.pdf.

#OR FURTHER INFORMATION CONTACT!
james Purvis, Air Permits Seclion, EPA
Region 4, al (404} 562--9139 or
pumvis.james@epa.gov.

SUPPLEMENTARY INFORMATION: The CAA
alfords the EPA a 45-day period lo
review and, as appropriale, Lhe
authorily Lo obijecl lo operating permits
proposed by state permilling anlhorilies
under title V of the CAA, 42 U.5.C.
7661--7661f Seclion 505(b}{2)} of the
CAA and 40 CFR 70.8({d} authorize any
person to pelition the EPA
Adminislralor lo objecl lo a tille V
operaling permit wilhin 60 days afler
the expiralion of the EPA’s 45-day
review period if the EPA has nol
objected on ils own inilialive. Pelitions
must be based only on objeclions lo the
permil lhal were raised wilh reasonable
specificity during Lhe pnblic commenl
period provided by the state, unless the
pelilioner demonstrates that it was
impraclicable lo raise these issues
during the commoenl period or lhe
grounds for the issues arose after Lhis
period.

Pelilioners submilted a pelilion
regarding SFP (received by the EPA on
March 1, 2011), requesting that lhe EPA
object to the CAA litle V operaling
permil (#V--09-002 R1). Pelilioners
alleged lhal the permil was nel
consistent with the CAA for four
primary reasons described in lhe
petilion. On Aungusl 31, 2012, Lhe
Adminislralor issued an Order denying
the pelilion. In summary, the Pelilion
was denied becausc lhe EPA inlerprels
ils regulations lo limil the scope of
pelilions Lo object on permil revisions
resulting from reopening for cause. The
scope of pelilions lo objecl is limiled lo
issues related lo the parls of the permil
for which the permilling authority has
delevimined thal cause to reopen exisls.
Because Lhe Pelilioners’ objeclions
apply lo parls of Lhe Shawnee Permil
Lhal are beyond the scope of Lhe
recpening for cause resulting in Permil
Revision 1, lhe EPA is denying lhe
Pelilion. The Order further explains the

EPA's ralionale for denying lhe pelilion.

Dated: September 17, 2012,
A, Stanley Meiburg,
Deputy Reglonal Administrator, Region 4.
HR Doc, 201223880 Filed 0-25-12; 0:45 am]|
BILLING CODE BSE0-50-F

ENVIRONMENTAL PROTECTION
AGENCY

{EPA-HQ-OPP-2(12-0350; FRL-9364-1]

Notice of Receipt of Pesticide
Products; Reglstration Applications To
Register New Uses

AGENCY: Environmenlal Proleclion
Agency (EPA).
ACTION: Nolice,

SUMMARY: This nolice announces receipi
of applicalions lo regisler new uses for
peslicide producls conlaining currently
regislered aclive ingredients pursuant! to
the provisions of seclion 3(c) of the
Federal Inseclicide, Fungicide, and
Rodenlicide Acl [FIFRA), as amended.
This notice provides lhe public with an
opporlunily lo commenl on the
applcations.

DATES: Commenls must be received on
or before Oclober 26, 2012,

ADDRESSES: Submil your commenls,
identified by docket idenlification {(ID}
number and the EPA Registration
Number or EPA File Symbol of intevest
as shown in lhe body of Lhis document,
by one of lhe fellowing methods:

» Federol eRulemoking Porlaf: hilp://
wiwv.regulalions.gov, Follow the online
instruclions [or submitling commenls.
Do nol submit electronically any
informalion you consider lo be
Conlidential Business Information (CBI)
or other informalion whose disclosure is
restricted by slalule.

* Moil: OPP Dockel, Environmental
Proleclion Agency Docket Center (EPA/
DC), {282217T), 1200 Pennsylvania Ave.
NW., Washinglon, DC 20460-0001,

¢ Haad Delivery: To make special
arrangements for hand delivery or
delivery of boxed informalion, please
follow lhe inslruclions at hAlip://
www.epa.gov/dockels/contoets, him,
Addilional instructions on commenling
or visiting the dockel, along wilh more
informalion abou! dockets generally, is
available at
hitp:/fwww.epa.gov/dockels.

FOR FURTHER INFORMATION CONTACT: A
conlact person is lisled al the end of
each registration application summary
and may be contacled by lelephone,
email, or mail. Mail correspondence lo
the Anlimicrobials Division (AD}

{731 0P} or Regislration Division {RD)
{7303P)}, Ollice of Pesticide Programs,
Environmental Prolection Agency, 1200
Pennsylvania Ave. NW., Washinglon,
DC 20460-0001, As part of the mailing
address, include the conlact person’s
name, division, and mail code.

SUPPLEMENTARY INFORMATION:
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I. General Information

A. Docs this oction opply to me?

You may be poteutially affected by
this action if you are an agricultural
producer, lood manufacturer, or
pesticide manufacturer, The following
list of North American Industrial
Classification System (NAICS} codes is
not intended to be exhaustive, but rather
provides a guide to help readers
determine whether this document
applies lo them. Potentially allected
entitios may include:

+ Crop production (NAICS code 111},

+ Animal production (NAICS code
112}

+ Food manufacturing (NAICS code
311}

» Pesticide manufacturing (NAICS
codc 32532}

B. What should f consider os I prepore
my commenis for EPA?

1. Submitting CBI. Do not submit this
inlormation to EPA through
regulations.gov or email. Clearly mark
the part or all of the information that
you claim lo be CBI. For CBl
informalion in a disk or CD-ROM that
you mail lo EPA, mark the outside of the
disk or CD-ROM as CBI and then
identily electronically within the disk or
CD-ROM the specilic information that
is claimed as CBL In addition to one
complete version of the comment that
includes information claimed as CBI, a
copy of the comment that does nol
contain the information claimed as CBI
must be submitted for inclusion in the
public docket, Information so marked
will not be disclosed excepl in
accordance will procedures set lorth in
40 CFR part 2.

2. Tips for preporing yoiur comments,
When submilting conmtments, remembeor
to:

i. Identily the document by docket (D
number and other identifying
information (subject heading, Federal
Register dale and page number).

ii. Follow directions. The Agency may
ask you to respond to specific quostions
or organize comments by referencing a
Code of Federal Regulations {CFR} part
or section number,

iti. Explain why you agree or disagree;
suggest alternatives and substitute
language lor your requesled changes.

iv. Describe any assumptions and
provide any technical inlormation and/
ar data that you used.

v. If you eslimate potential costs or
burdens, explain how you arrived at
your estimale in sufficient detail to
allow [or il to be reproditced.

vi. Provide specilic examples to
illustrate your concerns and suggest
alternatives, .

vii. Explain your views as clearly as
possible, avoiding the use of prolanity
or personal threats,

viii. Make sure to submit your
cownments by the comment period
deadline identilied.

IL. Registralion Applications

EPA has received applications to
register new uses [or pesticide products
containing currently registered active
ingredieuts. Pursuant to the provisions
ol FIFRA section 3{c}(4), EPA is hereby
providing notice of receipt and
opportunity to comment on these
applications, Nolice ol receipt of these
applicalions does not imply a decision
by the Agency on these applications,
For actions being evalualed under Lhe
Ageney's public participation process
for regislration actions, there vrill be an
additional opportunity for a 30-day
public comment period on the proposed
decision, Please see the Agency’s public
participation Web sile [or additional
information on this process hitp://
wiriv.epo.gov/pesticides/reguloting/
registrotion-public-involvemen! himl.
EPA received the [ollowing applicalions
to registor new uses lor pesticide
products containing currently registered
aclive ingredients:

1. EPA Registrotion Number: 100-542,
Docket ID Number: EPA-HQ-OPP-
2012-0590. Applicont: Syngenta Crop
Protection, LLC., P.O. Bax 18300,
Greensboro, NC 27419-8300. Aclive
mgredient; Prometryn. Prodict Type:
Herbicide. Proposed Uses: Dill and snap
beans. Contact: Mindy Ondish, RB,
(703) 605-0723, email address:
ondish.mindy@epa.gov.

2. EPA Registrotion Number: 100—993.

Dackei ID Number: EPA-HQ-0OPP—
2012-0589. Applicont: Syngenla Crop
Protection, LLC,, P.0. Box 18300,
Creensboro, NC 27419-8300. Aclive
ingredieni: Fomesalen. Product Type:
Herbicide, Proposed Use: Vegelable
soybean (edamame}. Contact: Michael
Walsly, RD, (703} 308-2972, email
address: wolsh.micheel@epa.gov.

3. EPA Registrotion Numbers: 100—
1017 and 100-1103. Dacket ID Number:
EPA-HQ-OPP-2012-0589. Applicont:
Syngenta Crop Protection, LLC, P.O.
Box 18300, Greensboro, NC 272419~
8300. Active ingredient: Fomesalen,
Product Type: Herbicide. Proposed Use:
For [ormulation into an herbicide [or
use ou cantaloupe, cueumber, pea
{(succulent}, pumpkin, squash [Summer
and Wiuler}, waltermelon, and vegetable
soybean (edamame}. Contact: Michael
Walsh, RD, {703} 308-2972, email
address: wolsh. michocl@epa.gov.

4. EPA Registrotion Number: 100-
1374. Docket ID Number; EPA-HQ-
OPP-2012-0704, Applicont: Syngenta

Crop Protection, LLC,, P.O. Box 18300,
Grecnsboro, NC 27419-8300. Aciive
ingredient: Sedaxane. Product Type:
Fungicide. Proposed Uses: Seed
treatment use on corn, popcorn,
sorghum, pea and bean (dried shelled},
and rapeseed. Contact: Heather Garvie,
RD, (703} 308-0034, email address:
gorvie.heather@epa.gov.

5. EPA Begistrotion Number: 100-
1381. Docket /D Number: EPA-HQ-
OPP-2012-0704. Applicont; Syngenta
Crop Protection, LLC., P.O. Box 18300,
Greensboro, NC 27419-8300. Aciive
ingredient: Sedaxane. Product Type:
Fungicide. Proposed Use: For
formulation into a fungicide [or use as
a seed trealmenl for nse on corn,
popcor, serghuni, pea and bean (dried
shelled), and rapeseed. Contact: Heather
Garvie, RD, (703} 308-0034, enail
address: gorvie heathor@epa.gov.

6. EPA Registrotion Number; 264—666.
Docket I Number: EPA-HQ-OPP-
2012-0588, Applicant: Bayer
CropScience, LP., 2 T.W. Alexander
Drive, P.0, Box 12014, Research
Triangle Park, NC 27709, Active
ingredient: Fenoxaprop-p-ethyl. Produci
Type: Herbicide. Proposed Uses; Post-
emergence annual and perennial grass
conlrol in perennial ryegrass, tall lescue,
and certain cultivars of annual ryegrass
grown seed in Orogon, Utah, and
Washington. Contact: Grant Rowland,
RD, (703} 347-0254, ematl address:
rowlond.grant@epo.gov.

7. EPA Registrahion Numbers: 352—
728, 352-729, 352-730, and 352-844.
Docket ID Number; EPA-H(Q-OPP- |
2012-0635. Applicont: DuPont Crop
Protection, Stine-Haskell Research
Center, P.O. Box 30, Newark, DE 19714,
Active ingredient; Chlorantraniliprole.
Product Type: Inseclicide. Proposed
Uses: Cereal grain group 15, except rice;
lorage, lodder; straw of cereal grain
group 16; pome fruit gronp 11-10; and
citrus fruit group 10-10. Contact:
}enniler Urbanski, RD, {703) 347-01586,
email address:
nrbonski jennifer@epo.gov.

8. EPA File Symbol; 6836-CLE.
Docket ID Number: EPA-HQ-COPP-
2012-06235. Applicont: Lonza, Inc., 90
Boroline Road, Alleudale, N} 07401.
Active ingredien!: 1-Bromo-3-chlore-5,5-
dimethyiliydantoin at 97.7%. Product
Type: Disinfectant. Proposed Use:
Drinking Water. Conlact: Jaclyn Carl,
AD, [703) 347-0213, email address:
carl joclyn@cpo.gov.

9. EPA Registrotion Number: 7069~
257. Docket 1D Number: EPA-FQ-0OPP-
2012-0508. Applicont: BASF
Corporation, 26 Davis Drive, Research
Triangle Park, NC 27709, Aciive
ingredient; Triticonazole. Product Type:
Fungicide. Propased Uses: Outdoor and
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greenhouse ornamentals, Contact:
Shaunta Hill, RD, {703) 347-8961, email
address: hill.shounto@epo.gov.

10. EPA Registration Number: 10163
209. Docket ID Number: Dockel ID
Number: EPA-HQ-0PP-2012—0357.
Applicant: Gowan Company, 370 South
Main Street, Yuma, AZ 85364. Achive
ingredient: Hexylhiazox. Product Type:
Insecticide. Proposed Use: Tor
formulation into an insecticide [or use
on pepper and eggplant. Contact: Olga
Odiott, RD, {703) 308-9368, email
address: odioft.olga@epa.gov.

11. EPA Registrotion Numbers:
10163-250, 10163-251, and 10163-277.
Docket ID Nuhnber: EPA-HQ-0OPP-
2012-0357. Applicont: Gowvan
Company, 370 South Main Street,
Yuma, AZ 85364. Achive ingredient:
Hexythiazox. Product Type: Insecticide.
Proposed Uses: Pepper and eggplanl.
Contact: Olga Odiott, RD, {703) 308-
9369, email address:
odiott.olzo@epo.gov.

12. EPA Registrofion Number: 10163-
277, Dockef 1D Number: EPA-HQ-OPP-
2012-0623. Appliconi: Gowan
Company, 370 Sonth Main Street,
Yuma, AZ 85364. Active ingredient:
Hexythiazox. Product Type: Insecticide,
Proposed Use: Sorghum. Contact: Olga
Odiott, RD, {703) 308-9368, cmail
address: odioit.olga@epa.gov.

13. EPA File Symbol: 53883-GRE.
Docket ID Number: EPA-HQ-OPP-
2012-0627. Appliconi: Control
Solutions, Inc., 5903 Genoa Red Blull,
Pasadena, TX 77507, Active ingredient:
Novaluron. Product Type: Insecticide.
Proposed Use: Pet Spot treatment for
Dogs. Contact; Autuimn Metzger, RD,
(703) 305-5314, email address:
metzger.outumn@epa.gov.

14. EPA File Symbol; 59639-RTO.
Docket ID Number: EPA-HQ-OPP-
2011-0357. Applicon{: Valent U.S.A.
Corporation, PO, Box 8025, Walnul
Creek, CA 94596, Active ingredient:
Fenpyrazamine. Product Type:
Fungicide. Proposed Uses: Bushberry
{subgronp 13-078B), caneberry {subgronp
13-07A), ginseng, and pistachio.
Contact: Gerte Benbowv, RD, (703) 347-
0235, email address:
benbow. gehe@epa.gov.

15, EPA Regisfrolion Numbers:
59639-150 and 5§9638—152. Docket ID
Number: EPA-HQ-OPP-2010-0217.
Applicaui: Valent U.S.A. Corporalion,

P.0. Box 8025, Walnul Creck, CA 94596,

Active ingredient: Clothianidin. Product
Type: Insecticide. Proposed Uses: To
amend an existing tolerance for crop
subgroup 8-10B to 0.7 ppm. Contact:
Martanne Lewis, RD, {703) 308-8043,
email address: lewis.inorianne@epo.gov.
16. EPA Regisiraiion Number; 59639
173. Docket 1D Number; EPA-HQ-OPP-

20100217, Apphcont: Valent U.S.A,
Corporation, P.0O. Box 8025, Walnut
Creek, CA 94596. Active ingredient:
Clothianidin. Product Type: Insecticide.
Proposed Uses: Expansion of crop
groupings lo receive the new fruiting
vegetable crop group 8-10 and pome
fruils crop group 11-10. Contact:
Martanne Lewis, RD, (703) 308-8043,
email address: fewis.morignne@cpa.gov.

17. EPA Registrotion Number: 62719-
416. Docket ID) Number; EPA-H(G-0OPP-
2012-0520. Applicont: Dow
Agro8ciences LLC., 9330 Zionsville
Road, Indianapolis, IN 46268, Active
ingredieni: Fenbuconazole, Product
Type: Fungicide. Proposed Use: Pepper.
Contact: Erin Malone, RD, {703) 347—
0253, cmail address:
molone.erin@epa.gov.

18. EPA Registrolion Numbers:
81880-2, 81880-15, and 81880-18,
Docket ID Number: EPA-HQ-OPP-
2012-0586., Applicant: Canyon Group
LLC., ¢/o Gowan Company, 370 South
Main 8t,, Yuma, AZ 85364, Aclive
ingredient: Halosullfuron-methyl.
Product Type: Herbicide. Proposed
Uses: Caneberry {subgroup 13-07A) and
artichoke. Contact: Maggic Rudick, RD,
703) 3470257, email address:
rudick.maggie@epo.gov,

List of Subjects

Environmental protection, Pesticides
and pests.

Dalod: September 19, 2012,

BPranicl ], Rosenblatt,

Acting Director, Registration Division, Office
of Pesticide Progronis.

{FR Dny, 2012-237306 Filed 9-25-32; &:45 am]
BILLING CODE 6560-50-F

ENVIRONMENTAL PROTECTION
AGENCY

{EPA-HQ-OPP-2012-8736; FRL-9362-2]
Registration Review; Pesticide

Dockets Opened for Review and
Comment

AGENCY: Environmental Prolection
Agency (EPA).
ACTION: Notice,

SUMMARY: EPA is opening the public
comment period for several registration
reviciys. Registration review is EPA’s
periodic review of pesticide
registrations to ensure that each
pesticide continues to satisly the
statutory standard [or registration, that
is, the pesticide can perform its
intended function without nnreasonable
adverse elfects on human health or the
environment. Registration review
dockets contain information that will

assist the public in understanding the
types of information and issues that the
Agency may consider during the course
of registralion reviews. Through this
program, EPA is ensuring that each
pesticide’s registration is based on
current scientific and other knowledge.
including its effects on human health
and the enrivonment. This document
announces the Agency's intent not to
open a registration review docket lor
bitertano! {case #8007), tridemorph
fcase #8008}, and bethoxazin (case
#5110). These pesticides do not
currently have any actively registered
pesticide products and are not,
therelore, scheduled for review under
the registration review program.

DATES: Comments must be received on
or before November 26, 2012,
ADBDRESSES: Submit vour commenls
identilied by the docket identilication
{ID) number for the specilic pesticide of
interest provided in the table in Unit
IILA., by one of the lollowing methods:

» Federal eRulemoking Portal: hiip://
www.regufofions.gov. Follow the online
instrnctions lor submitting comments,
Do not submit electronically any
information you counsider to be
Conlidential Business Information {(CBI)
or other information whose disclosure is
restricted by statute,

» Mail: OPP Docket, Environmental
Protection Agency Docket Center (EPA/
DC), {282217T), 1200 Pounsylvania Ave.
NW., Washington, DC 20460-0001.

» Hond Delivery: To make special
arrangements for hand delivery or
delivery ol boxed information, please
follow the instructions at htép:/mrw.
epo.gov/dockels/contacts.him.
Additional instructions on commenting
or visiting the docket, along with more
information about dockets generally, is
available at hitp:/fwww.epa.gov/
dockets.

FOR FURTHER INFORMATION CONTACT:

For pesticide specific information
confoct: The Chemical Review Manager
identilied in the table in Unit [IL A, lor
the pesticide of interest,

For generol information contact:
Korin Costello, Pesticide Re-evaluation
Division (7508P), Office of Pesticide
Programs, Environmental Protection
Agency, 1200 Pennsylvania Ave. NW,,
Washington, DC 20460-0001; telephone
number: {703} 305-5026; [ax aumber:
{703) 308-8090; email address: costello.
kevin@epo.gov.

SUPPLEMENTARY INFORMATION:

I. General Information

A, Does this action apply to me?

This action is directed to the public
in general, and may be of interest to a
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UMITED STATES ENVIRONMENTAL PROTECTION AGENCY
YYASHINGTON, b.C. 20460

June 19, 2012 QFFICE OF CHBWMICAL SAFETY
AND POLLUTION PREVENTION

CONTROL SOLUTIONS, INC.
5903 GENOA-RED BLUFF ROAD
PASADENA, TX 77507-1041

Report of Analysis for Compliance with PR Notice 11-03

Thank you for your submittal of 07-JUN-12. OQur staff has completed a preliminary analysis
of the material. The results are provided as follows:

Your submittal was found to be in full compliance with the standards for submission of data
contained in PR Notice 11-03. A copy of your bibliography is enclosed, annotated with Master
Record ID's (MRIDs} assigned to each document submitted. Please use these numbers in all future
references to these documents. Thank you for your cooperation. If you have any questions
cancerning this data submission, please raise them with the cognizant Product Manager, to whom
the data have been released.
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Prirt Letter

Enter More information

Tracking

seociated with 2-Submission package 3107, Revised application.

ViewdEdit
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COE 0L
SOLUTIONS

Ingorporated

A Makhleshha-Agan Conpasey

June 18,2012

Geri McCann and Adrienne Turner

Office of Pesticide Programs (7504P) (REGFEE)
U.S. Environmental Protection Agency
Document Processing Desk

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202

Subject: CD Containing the Application for Pesticide Registration for CSI Fiprowul + iNovaliron
Spot-On for Dogs (EPA File Symbol 53883-GRE) -

Dear Ms. MeCann and Ms. Tumer:

Please find enclosed a CD that contains a revised Application for Pesticide Registration for CSI
Fipronil + Novaluron Spot-On for Dogs (EPA File Symbol 53883-GRE). Included on this CD is:

e  Transmittal Document (revised to correct the MRID numbers for the Primary Eye and
Primary Dermal Irritation studies);

Application for Pesticide Registration (EPA Form 8570-1);

Confidential Statement of Formula (EPA Form 8570-4);

Formulator’s Exemption Statement (EPA Form 8570-27);

Certification with Respect to Citation of Data (EPA Form 8570-34);

Data Matrix (EPA Form 8570-35) - EPA and Public Versions;

Product Label;

Child Resistant Packaging (CRP) Certification Statement for both CRP Suppliers;
Letter of Authorization to cite CRP data on file with EPA;

Submission of EPA Pesticide Registration Improvement Act Information;

PRIA Category R260, Payment Confimation Receipt; and

Copies of the Supporting Studies.

& & 9 & & & 5 O 0o O

Should you have any questions regarding this CD, or any of the files contained within, please do not
hesitate to contact me at aturnbough@controlsohitionsine.com or at 281-892-2532.

Sincerely,

o 19 oo

Amne Turnbough Ph.D.
Director, Regulatory Affairs

Enclosures

5903 Genoa Red Bluff + Pasadena, TX 77507-1041 « www.controlsolutionsine.com
281-892-2500 <+ Fax 281-892-2501 =+ 800-242-5562
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PRIA 2 — 21 Day Content Screen Review Worksheet

(EPA/OPP Use Only)
3/23/09
21 Day Screen Start Date: 6-GC-/2
Experts In-Processing Signature: 1715 Hannmo7Date G -/3-/2  Fee Paid: Yes \~
Division management contacted on issues  No Yes Date

EPA Reg. Number: ¢~3 ¢ § 3 -(,R £ | EPAReceipt Date: G-6-/ 2

1 Application Form (EPA Form 8570-1)(link to form) signed & complete )(
including package type
Confidential Statement of Formula all boxes completed, form signed, and X
dated (EPA Form 8570-4) (Link to form)
2 a) All inerts (link to http:/fwww.epa.gov/opprd001/inerts/), yes no
including fragrances, approved for the proposed uses (see \
Footnote A) —{re e, c‘«D 7”’,05‘3 L&z r\@w red U X
3 Certification with Respect to Cltatlon of Data (EPA Form 8570-34) (Link to

form) completed and signed (N/A if 100% repack)

X X

Certificate and data mairix consistent

If applicant is relying on data that are compensable, is the offer yes no

to pay statement included. (see Footnote B)

If applicable, is there a letter of Authorization for exclusive use only.

Formulator’s Exemption Statement (EPA Form 8570-27) (Link to form)
4 | completed and signed (N/A if source is unregistered or applicant owns the
techmical)

Pl

Data Matrix (EPA Form 8570-33) (Link to form) both internal and external
copies (PR 98-3) (Link to PR 98-5) completed and signed (N/A if 100% ><

hitp://www.epa.gov/pesticides/regulating/registering/submissions/index.htm#labels

)

repack)
5 yes | no
a) Selective Method (Fee category experts use) )(
b) Cite-All (Fee category experts use)
¢) Applicant owns all data (Fee category experts use)
5 Copies of Label (link to hitp://www.epa.gov/oppfeadl/labeling/Irm/)
6 | (Electronic labels on CD are encouraged and guidance is available)( link to X ‘
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Is the data package consistent with PR Notice 86-5 (Ilink to PRN 86-5)

Notice of Filing (link to
hitp://www.epa.gov/pesticides/regulating/tolerance_petitions.htm) inchzded

with petitions (link to
http://www.epa.gov/pesticides/regulating/tolerances.htm)

He

PN

If applicable for conventional applications, reduced risk rationale (link to
hitp://www.epa.gov/opprd001/workplan/reducedrisk.html)

=

10

Required Data (link to
hitp://www.epa.gov/pesticides/regulating/data_reguirements.htm) and/or
data waivers. See Footnote C.

ay List study (or studies) not inchuded with application
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Comments:

of

,)%V Inarts Approved for Non-Food Use

vjﬂl{:%%‘f mwfim é;}{) g;jf%;
i

o HRALD HBRURD_

¥

* N/A - Not Applicable

Footuotes

A. During the 21 day initial content review, all CSFs will be reviewed to determine
whether all inerts listed, including fragrances, are approved for the proposed uses. If an
unapproved inert is identified, the applicant must either 1) resolve the inert tssue by, for
example, removing the inert, substituting it witlt an approved inert, submitting
documentation that EPA approved the inert for the proposed pesticidal uses, correcting
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3}
withdraw the application. Removing or substituting an inert ingredient will require a new
CSF and nmay require submission of data. All information, forms, data and
documentation resolving the inert issue must have been received by the Agency or the
application withdrawn within the 21 day period, otherwise, the Agency will reject the
application as described below.

To successfully complete this aspect of the 21 day initial content screen, applicants are
strongly encouraged to verify that all inert ingredients have been approved for the
application’s uses even if a product is currently registered by cousulting the inert Web
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site {link to http://www.cpa,gov/opprd001/inerts/lists.html] and if the inert is not
approved, to obtain the necessary inert approval prior to submitting an application
to register a pesticide product containing that inert ingredient. Some inert
ingredients are no longer approved for food uses or certain types of uses. The name
and/or CAS number on a CSF must match the name and CAS number on this web site.
Simple typographical errors in the name or CAS number have resilted in processing
delays.

If an inert is not listed on the inert ingredient web site and the applicant believes that the
inert has been approved, the applicant should contact the Inert Ingredient Assessment
Branch (IIAB) at jnertsbrancli@cpa.gov and resolve the issue. Copies of the
correspondence with IIAB resolving the issue should accompany the application. All
new inerts except PIP inerts are reviewed by IIAB. The IIAB should also be contacted
for any questions o11 what supporting data needs to be submitted for and the Agency’s
inert review process. Questions on PIP inerts should be directed to the Chief of
Microbial Pesticides Branch {Link to
http://www.epa.gov/oppbppd 1 /biopesticides/contacts_bppd.litm].

When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF,
additional information such as an alternate name of the inert, CAS number or other
information {link to http://www.epa.gov/opprd001/inerts/tips.pdf] must also be included
to enable the Agency to determine if it has been approved. Each component of an inert
mixture (including a fragrance) must be identified. In some cases, the supplier of the
mixture or fragrance may need to provide this information to the Agency. Prior to the
Agency’s receipt of an application, applicants must arrange with a proprietary mixture or
fragrance supplier to provide the component information to the Agency or promptly upon
EPA’s request. If the inert ingredients i1 a proprietary blend (including fragrances)
cannot or are not identified or provided within the 21-day content review period, the
Agency will reject the application.

During the 21 day content review, applicants should submit information to the individual
identified by the Agency when the applicant is informed of an unapproved inert.

Unapproved Inerts Identified on CSFEs

All applications except conventional new products and PIPs

Once an unapproved inert is identified on a CSF, the Agency will contact the
applicant with the following options:

I. Correct the application by, for instaince, correcting the inert’s identity or CAS
nuniber, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If this option is selected and implemented, the Agency may
request an extension in the PRIA decision review timeframe to accommmodate
the inert review/approval process;

4
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of these options is selected and implemented by the applicant within the
21 day content review period, the Agency will reject the application and retain
25% of the full fee of the category identified.

Conventional New Product Applications

When the Registration Division identifies an unapproved inert on a CSF with an
application for a new product that the applicant has not identified as requiring an
inert approval (R311, R312 or R313), it will contact the applicant with the
following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert, including any required petition to establish or amend a
tolerance or exemption from a tolerance. (This option may change the PRIA
category for the application, which could require a longer decision review
time and a larger fee. If additional fees are due, they must be received by the
Agency within the 21 day content review period.)

3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of the above options is selected and implemented during the 21-day
content-review period, the Agency will reject the application and retain 25% of
the appropriate fee for the new product-inert approval category.

PIP Apnplications

When the Biopesticide and Pollution Prevention Division identifies an
untapproved inert on a PIP CSF and a request to approve the inert does not
accompany the application, it will contact the applicant with the following
options:

1. Correct the application by, for instance, correcting the spelling or name of the
inert to that in 40 CFR 174, or providing documentation that the inert has been

approved; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If an inert ingredient tolerance exemption petition is
required, the petition must be received by the Agency and the B903 fee paid
within the 21 day period. If this option is selected and implemented, the
Agency will discuss harmonizing the imeframe for both actions.

5
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of the above options is selected and implemented during the 21 day
content review period, the Agency will reject the application and retain 25% of
the fee.

B. A policy on documentation of offers to pay is still being developed, however, for a
me-too or fast track (similar/identical) new product, R300 or A530, an application
without the necessary authorizations of offers to pay will be placed into either R301 or
A531. The Agency recommends that authorizations of offers to pay be submitted with
other PRIA applications to avoid delays in the Agency’s decision.

C. Biopesticide applicants are advised to contact the Agency and discuss study watvers

prior to submitting their application to the Agency. Documentation of such discussions
should be submitted with the study waiver.
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Your e-submission to EPA (Reg. No. 53883-GRE)

Dear Dr. Turnbough,

This email is regarding your e-submission of 488432 for the registration of CSI Fipronil +
Novaluron Spot-On for Dogs.. The following deficiency was found in this submission:

1. Study 48843207 and 08 the titles are switched on transmittal.

Please send a CD with the revised copy of the transmittal to the attentiou of Geri Mccann
{(mccann.geri @epa.gov) and Adrienne Turner (turner.adrienne @epa.gov). Also, please
acknowledge the receipt of this email.

If you have any questions or require additionai information, please do not hesitate to contact me.

Thank you.
Fiker Getachew
EPA Contractor
703-305-6472
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W e UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

FIY » YR WASHINGTON, D.C. 20460

] ¢

% g
A :;?4{ pgm‘ﬁ(}

June 12, 2012
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

OPP Decision Number: D-465891

EPA File Symbol or Registration Number: 53883-GRE
Product Name: CSI Fipronil + Novaluron Spot-On for Dogs
EPA Receipt Date: 07-Jun-2012

EPA Company Number: 53883

Company Name: CONTROL SOLUTIONS, INC,

ANNE TURNBOUGH, PH.D.
CONTROL SOLUTIONS, INC.
5903 GENOA-RED BLUFF ROAD
PASADENA, TX 77507-1041

SUBJECT: Receipt of Registration Application Subject to Registration Service Fee

Dear Registrant:

The Office of Pesticide Programs has received vour application and certification of
payment. If you submitted data with this application, the resuits of the PRN-2011-3 screen will
be communicated separately. During the administrative screen, the Office of Pesticide Programs
has determined that this Action is subject to a Pesticide Registration Service Fee as defined in
the Pesticide Registration Improvement Act.

The Action has been identified as Action Code: R260
NEW USE;NON-FOOD;INDOOR;
No additional payment is due at this time.

If you have any questions, please contact the Pesticide Registration Service Fee
Ombudsman at (703) 308-9362.

Sincerely,
Bt in
Front End Processing Staff
Information Technology & Resources Management Division
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W

Fee for Service] [918260E~

This package includes the following for Division
® New Registration ©AD
O
© Amendment BPPD
®RD
v Studies? JFee Waiver?
_ Risk Mgr. 7
“volpay % Reduction: ____
Receipt No. S-| 918260
EPA File Symbol/Reg. No. | 53883-GRE
Pin-Punch Date: 6/6/2012

L

T, Action Code:
Requested: |[{2.2(:0

Granted: | P 2,0
Amount Due: $_1,51"

Inert Cleared for Intended Use

Reviewer:

— This item is NOT subject to FFS action.

Parent/Child Decisions: |

Uncleared inert in Product

Date:

Remarks:




Print Letter

: Erter More I ormetion

Tracking

ViewiEdit
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SOLUTIONS

fncorporaled

A Mukhteshim-Agan Company

June 06, 2012

John Hebert, PM7

Office of Pesticide Programs (7504P) (REGFEE)
U.S. Environmental Protection Agency
Document Processing Desk

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202

Subject: CD Containing the Application for Pesticide Registration for CSI Fipronil + Novaluron
Spot-On for Dogs (EPA File Symbol 53883-NEW)
~GRE
Dear Mr. Hebert:

Please find enclosed a CD that contains the Application for Pesticide Registration for CSI Fipronil +
Novaluron Spot-On for Dogs (EPA File Symbol 53883-NEW). Included on this CD is:

Transmittal Document;

Application for Pesticide Registration (EPA Form 8570-1);

Confidential Statement of Formula (EPA Form 8570-4);

Formulator’s Exemption Statement (EPA Form 8570-27);

Certification with Respect to Citation of Data (EPA Form 8570-34);

Data Matrix (EPA Form 8570-35) - EPA and Public Versions;

Product Label;

Child Resistant Packaging (CRP) Certification Staternent for both CRP Suppliers;
Letter of Authorization to cite CRP data on file with EPA;

Submission of EPA Pesticide Registration Improvement Act Iuformation;
PRIA Category R260, Payment Confirmation Receipt; and

Copies of the Supporting Studies.

Should you have any questions regarding this CD, or any of the files contained within, please do not
hesitate to contact me at aturnbousghi@controlsolutionsinc.com or at 281-892-2532,

Sincerely,

: Amm_ Wﬁ_’:mbouﬁfe\

Anne Turnbough Ph.D.
Director, Regulatory Affairs

Enclosures

3903 Genoa Red Bluff +« Pasadena, TX 77507-1041 -+ www.controlsolutionsinc.com
281-892-2500 -+ Fax281-892-2501 -+ 800-242-5562
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TRANSMITTAL DOCUMENT

NAME AND ADDRESS OF SUBMITTER:

Control Solutions, Inc. (EPA Company No.53883)
5903 Genoa Red Bluff
Pasadena, TX 77507-1041

CONTACT PERSON {Return to)

Anne Turnbough

Control Solutions, Inc.
5903 Genoa Red Bluff
Pasadena, TX 77507-1041

REGULATORY ACTION SUPPORTED BY THIS PACKAGE:

This submission is to support the EPA registration application for the new end-use product CSl
Fipronil + Nevaluron Spot-On for Dogs (EPA File Symbol 53883-NEW).

SUBMITTAL DATE:
June 06, 2012
Volume Study Title MRID No.
| Administrative Materials 48843200
2 Group A Product Chemistry for the End-Use Product CS1 48843201
Fipronil + Novaluron Spot-On for Dogs
3 HPLC Method of Analysis for: Fipronil + Novaluron 48843202
4 NF Spot-On Product Chemistry (Group Product Properties) 48843203
5 NF Spot-On Acute Oral Toxicity (UDP) in Rats 48843204
6 NF Spot-On Acute Dermal Toxicity in Rats 48843205
7 Waiver Request of Requirement for Further Testing for Acute 48843206

Inhalation Toxicity for Following CSI Products: CS1 Fipronil +
Novaluron Spot-On for Dogs; and CSI Fipronil + Novaluron Spot-

On for Cats
8 Acute Eye Irritation Study in Rabbits 48843207
9 NF Spot-On Acute Dermal Irritation in Rabbits 48843208
10 NF Spot-On Skin Sensitization in Guinea Pigs 48843209
1t General Safety Evaluation of fipronil-Novaluren Spot-On in &- 48843210
Week-0Old Puppies and Adult Dogs
12 Dose Titration Probe with Novaluron Squeeze-Ons on Dogs 48843211

Measuring Flea Egg Sterilization
13 Dose Confirmation for a 30 day Claim for a Novaluron Squeeze-On | 48843212
on Dogs Measuring Flea Egg Sterilization

165




Volume Study Title MRID No.
14 Comparative Efficacies of a Fipronil + Novaluron Spot-On and 48843213
Frontline Plus against Fleas (Ctenocephalides felis) and Ticks
(Rhipicephalus sanguineus) on Dogs.
157+ | Waiver Request for Group B Product Properties 48843214
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Please read insiructions on reverse before compieling form.

Form Approved. OMB No. 2070-0060. Approval expires 05-31-98

Uniled States

EPA

Washington, DC 20460

Environmental Protection Agency

X .Registration | OPP identifier Number
D,Amendment

[ ] other

Application for Pesticide - Section |

1. Company/Product Number
53883-NEW

2. EPA Product Manager 3. Proposed Classification

John Hebert

4. Company/Product (Name)
Control Sotutions, inc.JCSI Fipronil + Novaluron Spot-on for Dogs

5PM# 7

Nﬂne |:|Resmcted

5. Name and Address of Applicant (Include ZIF Code}
Control Solutions, Inc.

5903 Genoa Red Bluff
Pasadena, TX 77507

|:| Check if this is a new address

6. Expedtited Review. In accordance with FIFRA Section 3(¢)(3)®) (1), my
product is similar or identicai in composition and labeling to:

EPA Reg. No.

Product Name

Section |l

D Amendment - Explain below,
D Resubmission in response to Agency letler dated XX-XX-XX

L__I Naotification - Explain below.

|:| Final printed tabels in response to Agency letter dated XX{-XX-XX

D “Me Too” Appiication

Other - Explain below.

Explanation: Use additional page(s) if necessary. (For seclion | and Section 1)
Submission of a registration application for the new end-use product CSi Fipronil + Novaluron Spot-on for Dogs.

Section lll

1. Matenat This Product Will Be Packaged In:

Child-Resistant Packaging Unit Packaging
Yes” Yes

Water Soluble Packaging 2. Type of Container
Yes I:l Metat

D No D No No Plastic
IfYes" No, per If “Yes" No. per DGIass
*Certification must Unii Packaging wgt. Container Package wat. Conlainer
. 0.023 01 0z {0.67 ml) 1.2,3,4,5, DPaper
be submitted Zi0a | ‘ .
0.045 Moz (1.34 ml) 6, 12, 24 vials | DOther (Specify) Plastic Bag

0.091 f1 0z {2.68 ml)
0.136 f1 07.(4.02 ml

3. Location of Nel Conlenis Information

4. Size(s) Retail Container

5. Location of Label Direclions

Label |:| Container 0.023 10z (0.67 mi). 0.0450 oz (134 ml), 0.09: 1 |:]On Can
0z (2.68 mi), 0.136 0 0z (4.02 mi) DJon Labeling accompanying product
6. Mannerin Which Labet is Affixed to Product DLithograph Other
DPaper glued
[ )stencited
Section IV

1. GContact Point {Complete ifems directly beiow for identificalion of individual 1o be confacfed, 1f necessary, 1o process this application.]

Name Tille
Anne Turmbough

Director, Regulatory Affairs

Telephone No. (Include Area Code)
281-892-2532

Ceriification

i centify that the statemenis | have made on this form and all attachments therelo are true, accurate and complete. |
acknowledge thal any knowingly fatse or misleading sialement may be punishabie by fine or impnsonment or both

under applicable taw.

§. Dale Application
Received

(Stamped)

e
2. Signature J— . 3. Title
; o nas T
BY: -‘\m.saw 7 lore ‘jk

Direclor, Regulatory Affairs

4. Typed Name: Anne Turnbough

5 Date: 08/06/2012




Form approved. OMB No. 2070-0060, 2070

2070-0107, 2070-0122, 2070-0184.

EPA

[ 2
\?

tniled States
Environmental Protection Agency
Washingten, DC 20460

Formulator's Exemption Statement

(40 CFR 152.85)

Appticant’s Name and Address
Control Solutions, Inc.

5903 Genoa Red Bluff
Pasadena, TX 77507-1041

53883-NEW

EPA File Symbol/Registration Number

Product Name

CSI Fipronil + Novaluron Spot-On for Dogs

06/06/2012

Date of Confidential Staternent of Formula {EFA Form 8570-4)

Fipronil
Novaluron

paragraph {1).

{1) This product contains the following active ingredient{s}):

{3} Indicate by checking {A} or {B} below which paragraph applies:

CR

{4} The following active ingredients in this product qualify for the formulator's exemption.

As an authorized representative of the applicant for registration of the product identified above, { certify that:

{2} Ofthese, each active ingredient listed in paragraph (4) is present solely as the result of the use of that active ingredient in the manufacluring,
formulation or repackaging another product which contains that active ingredient which Is registered under FIFRA Section 3, is purchased by
us from another person and meets the requirements of 40 CFR section 158.50{e}{2} or {3).

71 {A} An accurate Confidential Statement of Formuta (EPA FORM 8570-4) for the above identified product is attached to this slatement.
That fermula statement indicates, by company name, registration number, and product name, the source of the active ingredient(s) listed in

"1 {B} The Canfidentia! Stalement of Formula {CSFYEPA Form 8570-4) referenced above and on file with the EPA is complete, current, an
accurate and corfains the information required on the current CSF.

Source

Active Ingredient
Fipronil |||

Fipronil [}

Fipronil [l

Fipronil ||

Novaluron [

Product Narme

3

Registration Number

Signature

;\‘h.u 2. ﬂ? m{ beDU(j(\'/\"

Name and Tille

Annc Tumbough, Dircetor, Regulatory Affairs

Date
06/06/2012

EPA Form 8570-27 {Rev, 06-2004)

*Product ingredient source information may be entitled to confidential treatment*

Copy 1 ~EPA
Copy 2 - Applicant copy




Form Approved OMB Nos. 2. .-0080; 2070-0057; 2070-0107; 2070-0122: 2070-0164
e e 2y |

’§3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
i’-‘w.f 1200 Pennsylvania Avenue, N.W.

WASHINGTON, D.C. 20460

Paperwork Reduction Act Netice: The pubtic reponing burden for this collcction of information is estimated to averape .25 hours per response for registration
and 0.25 heurs per response for reregistration and speciat review activities, ineluding tinie for reading the instruetions and compicting the necessary forms. Send
colmments regarding burden estimate or any othier aspeet of this cotivetion of infenuation, inctuding suggestions for reducing the burden to: Dircctor, Collection
Steategies Division (2822T}). LLS. Environmental Protection Agency. 1200 Pennsylvania Awnne, NW., Washington, BT 20460, Do not send the completer! fonn
1o this address.

Certificationt with Respeet te Cilalion of Dala

Appiicant's/Regisirant's Name, Address, and Telephone Number EPA Registration Number/File Symbol
Control Solutions, tnc., 5303 Genoa Red Btuff Pasadena, TX 77507 53883-NEW

Active Ingredientts} andfor representalive test compound(s) Date

Fipronil and Novaiuron June 08, 2012

General Use Pattern{s} {list ali those claimed for this product using 40 CFR Parl 158) Producl Name

indoor non-foad CSI Fipronil + Novaluron Spot-On for Dogs

NOTE: If your producl is a 100% repackaging of another purchased EPA-registered produc labeled for all the same uses on your label, you do nol need 1o
submit this form. You must submit the Formulator's Exemption Staterment {EPA Form 8570-27).

{ am responding to a Data-Cail-In Notice, and have included with this form a lisi of companies sent offers of compensation (the Data Matrix form should
D be used for this purpose).

SECTION i: METHOD OF DATA SUPPORT (Check one melhod only)

1 am using the cite-all method of support, and have included with this form I am using the seleclive method of support (or cite-all option
D a iisl of companies senl offers of compensation {the Data Malnx form under the selective method), and have included with this form a
should be used for this purpose), complated list of data requirements (the Data Matrix form must be
used).

SECTION t: GENERAL OFFER TQ PAY

[Required if using the ¢ite-all method or when using the cite-all option under 1he seleclive method lo satisfy one or more data requirements}

D 1 hereby offer and agree to pay compensation, lo other persons, with regard 1o the approval of this applicalion, 1o the exteni required by FIFRA.

SECTION tit: CERTIFICATION

1 certify that this applicalion for regisiration, this form for reregisiration, or this Dala-Caili-in response is supported by ail dala submilted or cited in the
apphication for registration, the form for reregisiralion, or the Data-Cail-in response. In addition, if the cite-all option or cite-all option under the selective method is
indicaled in Section I, this application is supported by all data in the Agency's files thai (1) concem the properties or effects of this product or an ideniical or
subslantially similar praduct, or one or more of the ingredienis in this product; and (2) is a type of data that would be reguired 1o be submitted under the data
requirements in effect on the daie of approval of this appiication if the application sought the initial registration of a product of identicat or similar composition and
uses .

t certify that for each exclusive use study cited in support of this registration o reregistration, that | am the oniginal data submitter or that | have obtained
the wrilten permission of the original data subrmitter to cite 1hat study.

I cerlify thal for @ach study cited in support of this registralion or reregistration that is not an exclusive use sludy, eilher: {a) | am the original dala
submitier; (b) | have obiained the permission of the originai dala submilter to use the study in support of this application; (c) aii periods of eligibility for
compensation have expired for the study; (d) the study is in the pubiic filerature; or (e) | have nolified in writing the company thal submitled the study and have
offered (1) to pay compensation to the extenl required by sections 3(c){1){F} andfor 3(c){2){B) of FIFRA; and (i) lo commence negotiations to delermine the
amount and terms of compensation, if any, to be paid for the use of the study.

| cerlify that in all instances where an offer of compensation is required, copies of all offers to pay compensalion and evidence of their deiivery in
acoorgance wilth sections 3(c){1)(F) and/or 3(c)(2)(B) of FIFRA are available and will be submilted to the Agency upon requesl. Should | fail to produce such

evidence to the Agency Upon requesl, | understand that the Agency may initiale action to deny, cancel or suspend the registration of my product in conformity with
FIFRA.

t certify that the statements | have made on this form and atl attachments fo it are Irue, accurate, and complele. t acknowledge that any
knowingty faise or misteading statement may be punishabte by fine or imprisonment or beth under applicable law,

Signature - - Date Typed or Prinled Name and Title
. ,'\wx o 1Y oo June 06, 2012 Anne Turnbough, Director, Regulalory Affairs

EPA Form 8570-34 (12-2003) Electronic and Paper versions available. Submit only Paper version.




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
WASHINGTON, D.C. 20460

Torm Approved OXME No, 2079-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of infonnation is extimated to average 0.25 hourx per response for registration activitics and 0.23 lionrs per response for
rergistration and speeiel review activities, including time for reading tie instruction and coinpleting the necessary forms. Send commients regarding 1he burden estimate or any other aspeet of this colleetion
of information, including suggestions for reducing the burden to Director: OPPE Information Management Division {(2137) 1.8, Environmentel Protection Agency, 401 M Street, S.W., Washington, DC
20460, Do not send the form 1o this address.

DATA MATRIX
Date; June 06, 2012 EPA Rep No/File Synibol 53883-NEW Page 1 of' 6
Applicant’s/Registrant’s Naine & Address Product: CSI Fipronil + Novaluron Spat-on for
Control Solutions, hie., 5903 Genoa Red BlufT, Pasadena, TX 77507 Dogs
Ingredients: Fipronil, Novaluron
Guideline Reference Nwinber Guideline Stidy Naine MRID Number Submilter Statys Nole
830.1550, 830.1600, 830.1620, [ Group A Product Chemisiry 48843201 Control Solutions, lne. OWN
830.1650, 830.1670, 830.1700,
§30.1750
830.1800 Enforcement analyticul method 48843202 Control Solutions, lic. OWN
830.6302, 830.6303, 830.6304, | Group B Product Properties 48843203 Control Solutions, Inc. OWN
830.6313, 8306315, 530.7100,
830.7300
830.6314, 830.6316, 830.6317, | Waiver Request for Group B Product Propertics 48843214 Control Sohiions, Inc. OWN
830.6319, 830.6G320, 830.6321,
830.7520
830.6317, 830.6320 Storage stability and corrosion characteristics Ta e conchicted Control Solutions, lie, OWN
§70.1100 Aaite oral loxicity 18843204 Control Solutions, Inc. OWN
8701200 Acute dermal toxicity 48843205 Control Solutions, Inc. OWN
870.1300 Acite inhalation toxicity 48843206 Control Sohitions, Inc. OWN
870.2400 Prithary eye irritation 48843207 Control Solutions, Inc. OWN"
8§70.2500 Primary dermal irritation 48843208 Control Sohitions, Inc, OWN
870.2600 Dermul sensitization 4884321t Cantrol Sohitions, Inc. OWN
40 CFR |57 Child Resistant Packaging Study: Therinoforme Blister Pack 48703501 g_,;:_:. Chanelle Pharmaceuticals PER
for Pipctics of 0.67 mL Capacity {71 Mamifacturing Ltd.
40 CFR |57 Child Resistant Packaging Study: ThermoTorme Blister Pack 48703502 Chanelle Phartaceiicals PER
for Pipeties of' 1.34 mL Capacity Mumifacturing Lud,
40 CFR 157 Child Resistant Packaging Study: Thermoforme Blister Pack 48652701 Horizon Valley Generics, Ine. | PER
for Pipcttes of 2.68 mil. Cnpacity
40 CFR 157 Child Resistant Packaging Study: Thermoforine Blister Pack 48703503 Chanelle Pharmacenticals PER
for Pipeties of 4,02 inl. Cujuicity Mnnulacturing Lid.
NA Child Resistant Packaging Study Test Summary Report: 48703504 Clianclle Pharmnceuticals PER
ThermoTorine Blister Pack for lipettes of 0.5 mL Capacity, Mamifucturing Ltd.
0.67 mL Capacity, 1.34 mlL. Capacity, 2.68 mL Capacity, 4.02
mL Capacity
Signature: Name and Title Date
e z Turnhough, Direc cgla flairg
;‘\.h’“ N I’Y? F‘Lfﬂbaggg\' Annc nhough, tor, Regulatory A s 06/06/2012

EPA Form 8570-3519.97) Eleetionie and Paper YVersions Available. Submit only Paper version.

Agency lnteensl Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W,

WASHINGTON, D.C. 20460

Fertn Approved GhIN Ne. 267¢-0050

I'aperwork Reduction Act Notice: Thie public reporting burden for this coliection of inforation is estimated 1o average 0.25 hours per1iesponse for registiation activitics an
reregistation and special revicw activities, including i for reading the insteetioit ind completing the pecessary (uins. Swid connnvms regarding i Durden estimaic o ai
information, including suggestions for reducing thie burden 1o Dircclor: CIPE information Management Division (2137) U.S. Environmental Prolection Ageicy, 401 M Street

not sciid (e fotim o 1his address.

1 .25 houts per response for
fy uiher aspect uf this collection of
S W Washinglon, DL 20460, Do

DATA MATRIX
Date; June 06, 2012 EPA Reg No/File Symbol $3883-NEW Page 2 of 6
Applicant’s/Registrant’s Name & Address Preduet: C8i Fipronil + Nowvalufon Spei-on for
Control Solutions, Ine., 5903 Genea Red Blult, Pasndena, TX 77507 Dogs
Ingredients: Fipronil, Novaluron
Guideline Reference Number | Guideline Siydy Name MRID Numsber | Subinitier Status Noie
NA Use of One Tube 1x Child Resistant Unit Packaging Data (Child mul 48611201 Sergeant’s et Care Propluets, | PER
Scnior) to Support All Unit Confignrations lor Fipronil Based Spot-On Ine.
Registrations
40 CFR 157 Evaluation of1le Dog Squecze On 0.67inl White Applicator with Qrange 48614202 Sergeain’s Pet Care Proguets, | I'"ER
Label Indicator (1x), Seissors 1o Gpen - F=1 as a ['oison Preveition ine.
’ackage for Sergeant's Pet Care Products, Ine.
40 CFR 157 Evaluation o['the Dog Sgueeze On 1.34m1 White Applicator svith Green 48614203 Sergeant's Pel Cure Pnluets, | PER
Label Indicator ([x), Scissors 1o Open - =1 ag a Poisnn Prevention Ine.
Package for Sergean's Pet Care Products, Inc.
40 CFR 157 Evalugtion of the Dog Squeeze on 2.68inl White Applicator with Red 48614204 Sergeanl’s Pet Cure Products, | PER
Label Indicator {1x), Seissors to Open - F=1 as a 1%ison Prevention Ine.
Puckage for Sergeant’s Pet Care Produet, Tne,
40 CFR 157 Evaluation of the Dog Squeeze On 4.62ml While Applicator with Blue 48611205 Sergeant’s Pet Care Proglucts, | PER
Label Indicaior (1x), Scissors to Open = =1 us a Paison Preyvention ine.
Pagkage for Sergeant's Pet Care Products, [ne.
10 CTFR 157 Evaluntion ol the Dog Squeeze on 0.67ml While Applicitor with Oringe 48059803 Serpean’s et Care Progduets, § PER
label Indicator (3x), Scissors 16 Open - F=1 as 3 'oison Prevention Ine.
Package lor Sergeant's Pel Care Prudugts, lie.
40 CFR 157 LEvalaation of the Dog Squecze on 1.34n1 White Applicator with Green 4859804 Sergeani’s Pel Care I'roduets, | PER
Label indicator (3x), Scizszors 1o Qpen - =1 as a Poison Prevention Ine.
Package for Sergeant’s Pet Care [froduets, Inc.
40 CFR 157 Evaluotion of the Dog Squeeze on 2,68ml White Applicuior with Red 4859805 Sergemd’s Pel Cuce Profduets, | PER
Label Indiemtor (3x), Scissors lo Open - F=I as a Poison Prevention Ine.
Iackage for Sergeant's Pet Care Products. Tie,
40 CIR 157 Evaluation ofthe Dog Squeeze on 4.02inl White Applicator willi Blne 48598046 Serpeant’ s Pel Care Praducts, ) PER
Label Indicator (3x), Scissors 1o Open - F=1 as a Poison Prevention Ine.
Package for Scrgeant's Pet Care Produets, Ine.
40 CFR 157 Evahluation of the Cat Squeeze On 0.5 ml While Applicator with Purple 48050101 Sergeant’s Pel Care Produets, | PER
Label Indieator (3x), seissors 1o open — F=1 as a Poison Preveition Ine.
Package for Sergeant’s Pet Care Produets, Ine.
Signature: %/ Name and Title ’ | 1. Date
Erua E 1 UTIO iree O B H 4 dirs
" r’lah N )’Y} Iu(f\_bou ~t Anne Turnhough, Director, Regulatory A{ldirs 06/06/2012
T I P
EPAFerm 28570-31 (9-97) Electianir and Paper Yaistenr Avanlable. Subrm only Pager reinen Agrary Iniefnai Ure Copy
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Form Appravedl OME No, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
2 401 M Street, S.W.
£ WASHINGTON, D.C. 20460

Paperwork Reductlion Act Netice: The public reporting bivden lor this collection of information is estimated (o average 0.25 hos per «espense Jor registration activitics and 0.25 homs per «esponse (o4
sovegisuantion aml speeial revicw activitics, including time for readding the instouetion and compleling e neeessary foums. Send comunents regasding 1he burden estimate or any other aspeet of this collection
of infimation, including suggestions for redueing the burden (o Direclor: GPPE Information Menagement Division {2 137) U.S. Environmental Urotection Agency, 401 M Street, 5.W., Washinglon, DC
20460. Do not send the foim to this address.

DATA MATRIX
Dale: June 06, 2012 EPA Reg NoJFile Symbol 53883-NEW Page 3 ol'f
Applicant’s/Registrant’s Naime & Acldress Provuet: CS1 Fipronil + Novaluron Spot-on Jor
Conlrgl Solutions, Ing,, 5903 Genoa Red BlulT, Pasadena, TX 77507 Daogs
Ingredients: Fipronil, Novalyron
Guideline Guideline Study Name MRID Nmunber Submiller Status Nole
Relerence Ninuber
8707200 General Salety Evaluzation of fiprunil-Novialuran Spot-on in 8-Wecek-0ld Puppies 48843210 Conirol Solulions, Inc. OWN
aml Atlull Dogs
£870.7200 Arnand, J.; Consalvi, T, (1993) Assessiment o Toletnnee ol a 0.25% RM 1601 43121110 " MERIAL LIMITED oLD
Spray Formulation in Dogs nl 3, 9, and 15 ml/kg When Applicd 6 timwes o the .
Iaireoat at 28 Duy lervals: Reviserl: Lab Projeet Number CLTI38.
Unpnhlished stwly preparerl by Rhone Mericux, lne. 6% p.
870.7206 Arnaud, J.; Consalvi, . (1993} Domeslic Animal Salely: Assessiment nl the Q312000 - MUERIAL LIMITED OLD
Toleranee ol a §.25% RM 1601 Spray in Nursing Puppics Administered Twice al /{)
n 28 Day huerval at a Dose Rale of 6 ml/kg: Revised: Lab Praject Number CLI '
180. Unpublished study prepared by Rlnnie Merieux, In¢, 32 p.
B70.7200 Schwarlz, . (1994} Domestic Animal Salely Study oTRM 1601C Topical Spray 43444905 MERIAL LIMITED OoLD
(Frontline Spray Treatment) in Juventile Dogs: Lnb - Project Number: 94423: PS-
232DAS, Unpublished sindy prepared by While Eagle Toxieology Labs. 171 p.
870.7200 Walker, K. (1995} Discussion in Support ol Bridging Domestic Animal Salety 43571110 7 | MERIAL LIMITED OoLD
Data on Frontline Spray Treatnent to Frontline Spot Tréntment Data Tackage. o
Linpnblished study prepared by Rhone Mericux, Ine. 6 p. i “:{ﬁ K
§70.7200 Powell, L.; Paffew, R. (1995} Domeslic. Animal Salety Study by Topical 13863802 MERIAL LIMITED OLD
Administration to Dogs: Fiprnil Spot Treatment (RM 16815} T.ab Project
Ninnber: MRX 23/950406. Unpublished study prepared by Huntingdon
Research Centre, Lid, 219 p.
810.3300 Everell, R.; Cunninghany, J. (1993) A Dose Titration Study to Delennine the 43121114 'l// MERIAL LIMITED OLD
Optimal Spray Concentration ol RM 14601 Tor Long Tenn Control of the Cal
Flea Cienoeephalides [elis and the Brown Dog l'ick Rhipicephalus sanghineus
in the Dog: Revised:  Lab Projeet Number: RMD 292: P/214LT. Unpubliched
study prepareil by Agresearch Consullants. 53 p,
Signatnre: o Nuime aul Title Dale
---- Anne Turnbough, Director, Regnlntory Affairs 06/06/2012

f \"}a\,\p\ &

mﬂfurrxbO'@? A

TP Forn 817031 (3-97) Electranic aed Paper Versions Availalle. Submo ouly Papet vetston

Agenry Inderieal 1lse Copy
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UNITLED STATES ENVIRONMENTAL PROTECTION AGENCY
2 401 M Street, S.W.
£ WASHINGTON, D.C. 20460

Farm Approved Oh 1 No, 2070-0000

Paperwork Rellnetion Act Notice: The public reporting burden for this colleetion of information is estimated (o average .25 howrs per response for registration activities and

reregistration and speeial review aetivities, inchiding time for reading the instruction mil completing the neeessary lornis. Send comments regarding the burden estimate or an

ofinfarmation, including suggestions for redneing (he burden 1o Director: QPPE Information Management Division (2137) U.S. Environiwental Protcetion Agency, 40t M Strd

20460, Do not send the form to this address.

0.25 hours per response for
ottwer axpect of tlis colleetion
ct, S.W., Washington, DC

DATA MATRIX

Date: hine 06, 2012

EPA Rep No./File Symbol 53883-N

EW

Page 4 ol'6

Applicanl’s/Registrant’s Name & Address
Control Solutions, Inc., 903 Genoa Red Bluff, Pasadena, TX 77507

Produet: CSI Fipronil + Novaluron §
Dogs

pot-on [or

Ingredients: Fipronil

MNovaluron

Gitideline
Referenee Number

Guideline Shudy Name

MRID Number | Submitier

Status

Note

310.3300

Cruthers, L. (1993} 'vaduel Perlornanee: A Dosc Confirmation Study 1o
Verify tlie Optimal Spray Concentration ol RM 1601 for Long Residual
Control of the Cat Flea (Clenoceplialices [elis) and the Brown Dog Tick
(Rhipicephalus sangninens} in lhe Dog: Revised: Lab Prajeel Number: 9251
P/2ISLT. Unpablished study prepared by Professionnl Labs and Rescarch
Services, Inc. §1 p.

43121115 MERIAL LIMITED

QLD

810.3300

Ewverett, R.; Cumningham, J. (1993} A Comparntive Evahistion o Two
Treatment Regimes Using RM 1601 Spray lor Conlroi of Ihe Cat Flea
Crenioceplialides [elis on the Dog: Revised: Lab Project Number: RMD 692:
P222L7T. Unpublished study prepared by Agreseareh Consultants, Ine. 40

P.

43121116 MERIAL LIMITED

QLD

810.3300

MeCall, I.; McTier, T. (1993} Laboratory Evaliation of RM 1601Spray lor
Control Dermncentor variabilis and Rhipecephahis sangnineus on Ihe Dog:
Lab Project Number: RM/TKS/93/11.: PS/229LT. Unpublished study
prepared by TRS Labs, Ine. 18 p.

43121117 MERIAL LIMITED

OLD

B10.3300

Everett, R.; Conninghnm, 1. (1993} An Investigation Study to Evnluate the
Elfeel of Ballhing ol Laborntory Dogs on the Efficacy ol RMIT60T Spray:
Revised: Labs Project Number: RMD 592: P/220LT, Unpublished study
preparcd by Agrescarch Consultants, Inc. 43 p.

43121118 MERIAL LIMITED

QLD

810.3300

Cruthers, L. (1993} Efficacy ol RMI&QIC al 3 nl/kg and 6 ml/kg

Againsl [xodes seapularis/dammini Nymphs, Dermacentor variabilis
Nymphs, Aiblyonima americannin Nyinphis, Rhipicephalus sanguineus
Nymphs, and Ctenoceplmlides Telides Adnlls Using Treated Dog Lair as the
Testing Substrote: Revised: Lab Projeet Mumber; 9320: 172250 T.
Unpublished study preparcd by Prolessional Lub and Research Services, Inc.
28 p.

43121122 MERIAL LIMITED

OLD

310.3300

Keister, D, ; Walker, K. (1994) Froutline Spray Trcatmemt (RM 1601C):

- Study Suminaries, Unpublished study prepared by Rbone Mericux, Ine. 17 p.

43444901 7 | MERIAL LIMITED

'

QLD

Signature:

M

: f’xﬁhm 2 "“7 'M;T)r b Ogﬁ“(\q

Name aod Title
Antie Turnbongh, Dircetor, Regnlatory Al¥airs

Date
06/06/2012

T:IPA Form 8576-35 (997 Eleclionie and Fape: Vaesions Avalahle  Subnail anly Papes vession

Apeney luteryal Use Copy
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Form Appreoved QM1 No. 2070-0080

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

2. WASHINGTON, D.C. 20460

Papcrwork Reiluction Act Notice: The public reporting burden (or this eollection of inlormatiou is estiniated to average 0.25 hours per respouse for registration activitics and 0,25 hours per response for
reregistrinion and special review activities, includiug tinie tor reading thie instrection and completing the necessary forms. Send comments regarding the burden estimate or any other aspecl of this collgction
of informatioa, inclading soggestions for reducing the barden 10 Director: OPUE Infonnation Managewient Division (2137} U.S. Envirotniewal Protection Agency, 401 M Street, $.W., Washington, DC
20460, Do not send tlie form to this address.

DATA MATRIX

Date: Jime 06, 2012

EPA Reg No./Tile Symbol 53883-NEW

Page 3 ol G

Applican’s/Registrant’s Nae & Address
Control Solutions, Ine., 5903 Genoa Red BT, Pasadena, TX 77507

Dogs

Product: CSI Fipronil + Novalnron Spal-

on lor

lugredients: Fipronil

Novaluron

Guideline
Reference Number

Guideline Study Npme

MRID Nuber Submilter

Slatus

Mote

810.33110

Walker, K. (15995) Study Sumunarics: Frontline Spot Trentment (RMI1601E/62).

Linpublished study prepared by Rlione Mericux, Ing, 17 p.

43577701 7 | MERIAL LIMITED

OLD

$10,3300

MeCall, 1. : MeTier, T. (1995) Positive Referenced and Untreated Controlled,
Conlinuatory Lahoratory Trial ol RMI60IE SPOT-ON Formulation Applicd e
Dogs us 3 Weight Class Defined Volumes for the Conrol of the Cnt Flea
Ctlenocephalides felis, (he Brown Dag Tick Rhipicephalus sanguineus, aml (he
Aerican Dog Tick Dermncentor variabilis: Lab Project Numbers: RM/FLS -
TKS/94/2L: RMI VSR — 2Z49LT: PT —249LT, Unpublished stndy prepared by TRS
L.abs, Tne. 41 p. .

43577712

> ~MERIAL LIMITED

QL

810.3300

Duke, K. (1996) Frontline Top Spoi (RMI1601E/62): Study Sununaries.

43951711 MERIAL LIMITED

QLD

810.3300

Duke, K. (1996) Frontline Spray Treatnent: Experimental Use Permit; {ElTecacy
Data): Lab Projec] Number: PS-264CT: PS-265CT. Unpublished study prepared
hy Rhone Mericux, Inc. 10 p. )

41088901 i MERIAL LIMITED

OlLD

810.3300

Ahmed, Z. (2002) Study Summaries; Frontling Plus For Dogs. Unpuhlished study
prepared by Mcrial. 40 p.

45012701 .| MERIAL LIMITED
3

PAY

£10.3300

Pengo, G.; Pollmeier, M.; Barrick, R. {2000) An Eflicacy Stuedy of Uruntlive Spray,
Frontling Top Spol, and ML-2,095,988 5097, lor Ihe Treatment and Contrel of
Trichodectes canis in the Dog: Final Report: Lab Prajeet Number: TR&D 0022101,
PR&D 0022 1. Uupublishied study prepared by Centro Veterinario Oriolo, 24 p,

5620501~ | "MERTAL LIMITED

PAY

810.3300

Marchiondo, A. (2001) 'R & D 0024101 Froatline Spray/Frantline Spol-On/ML-2,
095, 988 509T/Dogs /Solution/Topical: Final Report: Lab Froject Number: PR&D
0024191: PR&D 00241, Linpublished study prepared by Stilhneadow, Ine. 29 p.

45620504 1. | MERIAL LIMITED

PAY

£10.3300

Gaxiola, 5.; Alva, R,; Inwin, 1. (2001) PR & D 0052301: Frontline Spray/Frontline
Spot-Cn/ML-2, 095, 984 S09T/Dops/ Schitlion/Topieal: Final Report: Lah Project
Number: PR&D 0052301, PR&D 00523, Unpulilished study preparcd by University
of Sinaloa. 40 p.

45620505 - [ MERIAL LIMITED

PAY

810.3300

Pengo, (i.; Polhueier, M. (2000) Frontlive Spray & Top Spot/ Dogs/Solntion/Topical
Clinial/Dose Confinnation/ Ectoparasiles, Miles, Sarcoples Seabiei var canis: Final
Report: Lab Project Nuiber: PR&D 0012901 PRED 00129. Unpublished study
prepared by Cenlro Veterinario Oriolo. 23 p,

45620506 . 1 MERIAL LIMITED

PAY

Signature:

o

\m o 1 Jornb 0(‘"}5 ~

Name and Title
Anne Turnbough, Dircetlor, Regulatory Allnirs

Date
06/06/2012

EI'A Foiru §S70-3 5 |9-07} Blectsome and Paper Verstans Availalle. Subrmik oaly Pspes weision.

Agroey Inlernal Yse Copy
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Foru: Approved CIME No. 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

2 401 M Street, S.W,

2 WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of infonnation is estimated to average .25 hours per response tor registration activitics and 0.2 hoors per response for
reregistration and special review activitices, including time for reading the instruction and campleting the necessary forms. Send comments regarding the burden estimate or any other aspeet of this collection
of infhrmation, inchidiog suggestions lor raulucing the buiden to Director: OPPE infornation Management Division (2137) LLS. Enviroomental Protection Agency, 40 L M Strcet, 8.W., Washington, DC
20460, Do not send the torm (o (his address.

DATA MATRIX
Date; Iune 06, 2012 EPA Reg No./File Symbol 33883-MEW Page 6 of 6
Applicunt’s/Registrant’s Name & Address Produet: CSI Fipronil + Novaluron Spol-on Tor
Control Solutions, Ine., 5903 Genoa Red Blnft, Pusadeny, TX 77507 Dops
Ingredicnts: Fipronil, Novaluron
Guideline Relercnee Guideline Study Name MRID Number | Submitter States Note
Muisber
810.3300 Pengo, G.; Pollmeicr, M. (2002) Study to Confinm the Efficacy ol 45628201 MERIAL LIMITED PAY
Fipronil Against Lice in Dogs Under Field Conditions: I¥inal Regort:
Lab Projeet Number: PR&D 0037401, Unpublished study prepared by
Cenlro Veterinario Oriolo. 21 . )
§10.3300 MeCall, I; Alva, I; Trwin, 1y et al, {2002) A Siudy (o Bvalunie the 45866902 / | MERIAL LIMITED PAY
Eificacy of TFrontline [lus for Conlrol of Mosquitoes, Acdes acgypti, on
Dogs: Final Report: Lab Project Number: "R&D 0055201, Unpublished
sludy prepared by TRS Labs, Inc. 24 p.
310.3300 Dose Titralion Probe with Novaluron Sqiecze-Ons on Dogs Measuring 48843211 Control Solutions, Ine. OWN
Plen Egp Sterilization
310.3300 Dose Confinmation for a 30 day Claim lor a Novaluron Squecze-On on 48843212 Control Solutinns, Ine. OWN
Dogs Mcasuring Flea Egg Sterilizniion
810.3300 Comparative Efficacics of a Fipronil + Novaluron Spol-on and IFrontline 48843213 Control Sahitions, ne. OWN
Plus against Fleas (Crenocephalides felis) and Ticks (Rhipicephalis
Jangiineis) o1l Dogs.
Siguature: e Name aml Title Dalc
— Ame T h, Bircc e iy ftai 6/06/2
fx%m N ) ]uffkbc'(”i" ~ ¢ Turnbough, Director, Regulutory Affairs ] 012

EPA Fonn 8570-3% (2-97) Eleciomc and Paper Yersions Avalable. Subrnl anly Paper veasion.

Aptncy lureenal e Copy
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CO 0L
SOLUTIONS

fnecerporated

A Makbieshim-Agan Campaiy

June 06, 2012

John Hebert, PM 7

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Document Processing Desk

Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202

Subject: Child Resistant Packaging Certification
CSI Fipronil + Novaluron Spot-On for Dogs
EPA File Symbol 53883-NEW

Dear Mr. Hebert:

I certify that the packaging used for the following product meets the standards of 40 CFR 157.32,
inchuding the revised standards in 16 CFR 1700.15(b), when tested by the revised testing
procedures in 16 CFR 1700.20, as published in 60 FR 37710 (July 21, 1995):

e (Sl Fipronil + Novaluron Spot-On for Dogs (EPA File Symbol 53883-NEW)

Control Solutions, Inc. (CSI, 5903 Genoa Red Bluff, Pasadena, TX 77507-1041, EPA Company
Number 53883), is submitting this child resistant packaging certification statement to support the
new end-use product registration application for CSI Fipronil + Novaluron Spot-On for Dogs
(EPA File Symbol 53883-NEW). This certification statement is based on data submitted to EPA
by Sergeant’s Pet Care Products, Inc. and Klocke Verpackungs-Service GMBH for their
respective child resistant packaging.

The data to support CRP packaging by Sergeant’s Pet Care Products, Inc. are found under MRID
48614202, 48614203, 48614204, 48614205, 48059803, 48059804, 48059805 and 48059806.
These data allow for CRP packaging configurations of 1X, 2X, 3X, 4X, 5X, 6X, 12X, and 24X
in the fill weights 0.023 fl. oz. (0.67 ml), 0.045 fl. oz. (1.34 ml), 0.091 fl. oz. (2.68 ml), and
0.136 fl. oz. (4.02 ml). The CRP instructions for the Sergeant’s Pet Care Product’s, Inc.
packaging is “How to Open: Remove product tubefs] [vial} from the package. [Separate one tube
from the others.] Hold the tube [vial} with notched end pointing up and away from the face and
body. Use scissors to cut off the narrow end at the notches along the line.”

5003 Genoa Red Bluff - Pasadena, TX 77507-1041 < www.controlsolutionsine.com
281-892-2500 + Fax 281.892-2501 + 800-242-5562
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John Herbert
Page 2
June 06, 2012

The data to support CRP packaging by Klocke Verpackungs-Service GMBH are found under
MRID 48652701, 48703501, 48703502, and 48703503. These data allow for a CRP packaging
configuration of 3X in the fill weights 0.023 fl. oz. (0.67 ml), 0.045 f1. oz. (1.34 ml), 0.091 f1. oz.
{2.68 ml), and 0.136 f1. 0z. (4.02 ml). The CRP instructions for the Klocke Verpackungs-Service
GMBH packaging is “DIRECTIONS FOR OPENING PACKAGING: 1. Cut along scissor cut
line to separate unit. 2. Turn unit over and cut corner at bulb end. 3. From cut corner, peel
backing completely off from bottom to top. 4. Remove the applicator.”

If you have any questions or need additional information, please contact me at
aturnboughfzzcontrolselutionsinc.com or at 281-892-2532.

Sincerely,

-f\“‘vw\. L m Trﬂbf}&)@«“

Anne Tumbough Ph.D.
Director, Regulatory Affairs

cc: Jim Messina, Exponent, Inc.

Matthew Feinberg, Exponent, Inc.
Terry McNamara, Exponent, Inc.
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SOLUTIONS
fncorporated

A Makhteshim-Agan Campany

July 13, 2012

Rosalind Gross

Technical Review Branch

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202

Subject: Child Resistant Packaging
CSI1 Fipronil + Novaluron Spot-On for Dogs (EPA File Symbol 53883-GRE)

Dear Ms. Gross:

As per the request of the Agency, Control Solutions, Inc. (CS1, 5903 Genoa Red Bluff, Pasadena,
TX 77507-1041, EPA Company Number 53883), certifies that the packaging used for the
product CSI Fipronil + Novaluron Spot-On for Dogs (EPA File Symbol 53883-GRE) is the
same, 100% identical packaging, as tested and approved by EPA, as Sergeant's Pet Care

Products, Inc. and Klocke Verpackiings-Service GMBH for their respective child resistant
packaging.

If you have any questions or need additional information, please contact me at
atirnbough@controlsolutionsine.com or at 281-892-2532,

Sincerely,

' /\w;d_ m Tor ”‘“bOU@/ Kﬂ

Anne Turnbough Ph.D.
Director, Regulatory Affairs

cc: John Herbert, EPA
Jim Messina, Exponent, Inc.
Matthew Feinberg, Exponent, Inc.
Terry McNamara, Exponent, Inc.

5903 Genoa Red Bluff + Pasadena, TX 77507-1041 « www.controlsolutionsing.com
281-892-2500 « Fax281-892-2501 -« 800-242-5562
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Sergeant's Pet Care Praducts, Inc,

10077 South 134th Street » Omaha, NE 68138- 3710 = Telephone 402.938.7000 = Fax 402.938.7001 = wwivsergeants.com

April 24,2012

John Herbert (PM 7)

Document Processing Desk

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room S$-4900, One Potomac Yard
2777 S. Crystal Drive

Arlington, VA 22202

Subject: Letter of Authorization
Control Solutions, Inc. / Product Applications for Registration
CSI Fipronil + Novaluron Spot-On for Dogs, and
CSI Fipronil + Novaluron Spot-On for Cats

Dear Mr. Herbert:

This letter is to notify the U.S. Environmental Protection Agency that Sergeants Pet Care
Products, Inc. (Sergeant’s, EPA Company Number 2517) authorizes Control Solutions, Inc.
(CSI, 5903 Genoa-Red Bluff Road, Pasadena TX 77507, EPA Company Number 53883} to cite
child resistant packaging (CRP) data in support of its applications for registration of CSI Fipronil
+ Novaluron Spot-On for Dogs and CSI Fipronil + Novaluron Spot-On for Cats. These CRP
data are proprietary to Sergeant’s, and this letter does not confer ownership or exclusive rights of
the data; other companies may rely on these data if authorized by Sergeant’s. Below is a list of
the CRP studies and MRID Numbers that CSI s authorized to cite.

o MRID
Citation Number
Hoskins, K. (2011) Use of One Tube Ix Child Resistant Unit Packaging Data
(Child and Senior} to Support All Unit Configurations for Fipronil Based Spot-On | 48614201
Registrations. Project Number: SERGEANT/S/02/09/11.

Ward, R. (2011) Evaluation of the Dog Squeeze On 0.67m] White Applicator with
Orange Label Indicator (1x), Scissors to Open - F=1 as a Poison Prevention 48614202
Package for Sergeant’s Pet Care Products, Inc. Project Number: 1746/008.

Ward, R. (2011) Evaluation of the Dog Squeeze On 1.34ml White Applicator with
Green Label Indicator (1x), Scissors to Open - F=I as a Poison Prevention 48614203
Package for Sergeant’s Pet Care Products, Inc: Final Report. Project Numbet:
1746/009,

Ward, R. (2011) Evaluation of the Dog Squeeze on 2.68ml White Applicator with
Red Label Indicator (I1x), Scissors to Open - F=1 as a Poison Prevention Package 48614204
for Sergeant’s Pet Care Product, Inc: Final Report, Project Number: 1746/010.
Ward, R. (2011) Evaluation of the Dog Squeeze On 4.02m] White Applicator with
Blue Label Indicator (1x), Scissors to Open - F=1 as a Poison Prevention Package | 48614205
for Sergeant’s Pet Care Products, Inc: Final Report. Project Number: 1746/011
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John Herbert
Page 2
April 24, 2012

Citation

MRID
Number

Ward, R. (2010) Evaluation of the Cat Squeeze on 0.5ml White Applicator with
Purple Label Indicator (3x), Scissors to open - F=1 as a Poison Prevention
Package for Sergeant's Pet Care Products, Inc. Project Number: 1746/001.

48059503

Ward, R. (2010) Evaluation of the Dog Squeeze on 0.67ml White Applicator with
Orange Label Indicator (3x), Scissors to Open - F=1 as a Poison Prevention
Package for Sergeant's Pet Care Products, Inc.: Final Report. Project Number:
1746/002

48059803

Ward, R. (2010) Evaluation of the Dog Squeeze on 1.34ml White Applicator with
Green Label Indicator (3x), Scissors to Open - F=1 as a Poison Prevention
Package for Sergeant's Pet Care Products, Inc.: Final Report. Project Number:
1746/003

48059804

Ward, R. (2010) Evaluation of the Dog Squeeze on 2.68ml White Applicator with
Red Label Indicator (3x), Scissors to Open - F==1 as a Poison Prevention Package
for Sergeant's Pet Care Products. Inc.: Final Report. Project Number: 1746/004

48059805

Ward, R. (2010) Evaluation of the Dog Squeeze on 4.02ml White Applicator with
Blue Label Indicator (3x), Scissors to Open - F==1 as a Poison Prevention Package
for Sergeant’s Pet Care Products, Inc.: Final Report. Project Number: 1746/003,

48059806

Ward, R. (2010) Evaluation of the Cat Squeeze on 0.5ml. White Applicator with
Purple Label Indicator (3x), Scissors to Open - F== | as a Poison Prevention
Package for Sergeant's Pet Care Products, Inc.: Amended Final Report. Project
Number: 1746/001.

48279601

Ward, R. (2011) Evaluation of the Cat Squeeze On 0.5mi White Applicator with
Purple Label Indicator (1x), Scissors to Open - F==1 as a Poison Prevention
Package for Sergeant”s Pet Care Products, Inc.: Final Report. Project Number:
1746/007.

48613701

Evaluation of the Cat Squeeze On 0.5ml White Applicator with Purple Label
indicator (3x), scissors to open - F==1 as a poison prevention Package for
Sergeants Pet Care Products, Inc. Perritt Study No. 1746-006

48650101

Please feel free to contact me with any questions via telephone at 402-938-7079 or via email at

KHoskins@SERGEANTS.com.

Sincerely,

Lo ok

Kelly Hoskins
Director of Regulatory Affairs

cc: Anne Turnbough, Control Solutions, Inc.
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KLOCKE VERPACKUNGS-SERVICE GMBH
April 24, 2012

John Herbert (PM 7)

Document Processing Desk

Office of Pesticide Programs (7504P)
U.S. Environmental Protcction Agency
Room §-4900, One Potomac Yard
2777 8. Crystal Drive

Arlington, VA 22202

Subject: Letter of Authorization
Control Solutions, Inc. / Product Applications for Registration
CSl Fipronil + Novaluron Spot-On for Dogs, and
CS1 Fipronil + Novaluron Spot-On for Cats

Dear Mr. Herbert:

Pleasc let this letter serve to notify the U.S. Environmental Protection Agency that Klocke
Verpackungs-Service GMBH (Klocke) authorizes Control Solutions Inc. (CSI, 5503 Genoa-
Red Bluff Road, Pasadena TX 77507, EPA Company Number 53883) to cite Child Resistant
Packaging (CRP) data in support of applications for registrations of CSI Fipronil + Novaluron
Spot-On for Dogs, and CS1 Fipronil + Novaluron Spot-On for Cats products. These CRP data
are proprietary to Klocke, and this letter does not confer ownership or exclusive rights of the
data; other companies may rely on these data if authorized by Klocke, Below is a list of the
CRP studies and MRID Numbers that CSI is authorized to cite,

e ez MRID
Citation Number
Novosad, M. (2011) Child Resistant Packaging Study: Thermoforme Blister 48771101
Pack for Pipettes of 0.50 mi Capacity; Report No. KVS-201106
Novosad, M. (2011) Child Resistant Packaging Study: Thermoforme Blister 48703501
Pack for Pipettes of .67 ml Capacity; Report No. KVS-201107.
Novosad, M. (2011) Child Resistant Packaging Study: Thermoforme Blister 48703502
Pack for Pipettes of 1.34 mL Capacity; Report No. KVS-201108,
Novosad, M. (2011) Child Resistant Packaging Study: Thermoforme Blister 48652701
Pack for Pipeties of 2.68 mL Capacity; Report No, KVS-201104.
Novosad, M. (2011) Child Resistant Packaging Study: Thermoforme Blister 48703503
Pack for Pipettes of 4,02 mL Capacity; Report No. KVS-201109
Novosad, M. (201 1) Child Resistant Packaging Study Test Summary Report: 48703504
Thermoforme Blister Pack for Pipettes of 0.5 mL Capacity, 0.67 mL Capacity,
1.34 mL Capacity, 2.68 mL Capacity, 4.02 mL Capacity; Report No. KVS-
201110
Koeka Bank Account: Ehtel Execullye Diteetor:
Veorpschunps-Servico GmbH HypoVaralnsbank Kerdsruho, BLZ GE020286, Kio.-Nr. 352655442 Carston Klocka f B, Magnus Zuther
ManBockar-5lr G IBAN DE&1S60202B50252955442, SWIFT (BICK HYVEDEMMATS Placa ol felfilbnent; Weinganen/Baden
D-T8356 Weingsnen Volkgbork Welngaden-Wazbachiz! oG, BL2 88081724, Klo.-Nr. 30218000 Place of jurisdicion Kulsnhe
For: 072448510 |RAN: DEOBE061T 240020218000, SWIFT (BIE): GENODESTWGA Regiatralion court: district
Fax: D7244/61-1170 BYY Bank, BLE 60050101, o -Nr 4022875 amriveim HEE 10540t
friemat: waw Kiocke com (BAN; DESOD0DS0 010004022675, SWIFT (BIC) SDLADEST VATHD -non; DE143504354
Banque Peratine Tax n; M42H20401

IBAN: FRT 740878000290375023R001 48, SWIFT (1C). BSRFFRAPXO;
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Please direct any questions concerning this letter or the information contained herein to Richard

Schwemmer at +33 3 88 45 33 13 or via email at richard.schwermmer(@klocke.com.

Sincerely,

Dr. Magnus Zuther L—"

C.E.O.

ce: Anne Turnbough, Control Solutions, Inc.

Hlocke Bank Accourt.
Verpackungg-Service GmbH HypoVaremsbank Kethnshe, BLZ 56020266, Klo-Nt 352955442
Max-Bocker-SY & JRAN: nsmsmmaa&.szgsmz SWIFT {BIC). HYVEDEMMATS
D-7E356 Weingariun W k Weing o, BLZ SR061724, Hio.-Nr. 20218000
Fon: 07244510 IBAN Dmﬂat?zam&ﬁnmo SWIFT [BIC). GENODESIWGSA
Fax; 07244/81-1170 BVY Bank, BLEZ BO050107, Kio-Nr, 4022075
Intermat: vy KechD Gt IBAN DESOEO0501 010004022675, SWIFT (BIC). BOLADEST

Banque Palgting

1BAN. FRT7409TH000LSO3TSCOBRNITME, SWIFT (BIC) BSPFFRPPXXX

Chiet Exoculive Directon

Carsten Kioche 7 Dy Magnus Juthar
Place of futffirmant WaingecteafBaden
Pines of peisdiction Xarnlsruha
Ragistration coun: district
Hannbaim HRE 138401

VATID-no.: DE143584304

Tax o MAZIZ0I101
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*Pages 183-208 Confidential Statement of Formula may be entitled to confidential treatment*





